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AMENDMENTS 



1-3. (Cancelled) 



/ 



(Currently Amended) A compound of the formula: 



\ 

R3 "r r.R 4 



R4 R3 




z 

R 3R-i Ra^ 



M ^3 

or a pharmaceutically acceptable salt thereof, wherein: 
A is absent or is selected from the group consisting of 0, 
S, NR A , NR a CR b Rb', CR b R b 'NR A/ 

-CR A =CR B -, and C 3 H 4 ; where R A/ R B/ and R B ' are 

independently selected at each occurrence from 

hydrogen and alkyl ; 
Z is oxygen or sulfur; 
each R 3 and R 4 is independently 

(a) selected from the group consisting of hydrogen; 

halogen; hydroxy; amino; cyano; nitro; 

-C00H; -CHO; optionally substituted alkyl; optionally 
substituted alkenyl; optionally substituted alkynyl; 
optionally substituted alkoxy; optionally substituted 
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alkylthio; optionally substituted alkyl ketone; 
optionally substituted alkylester; optionally 
substituted alkylsulf inyl ; optionally substituted 
alkylsulf onyl ; optionally substituted mono- or di- 
alkylcarboxamide; optionally substituted -S (0) n NHalkyl ; 
optionally substituted -S (0) n N (alkyl) (alkyl); 

optionally substituted -NHC (=0) alkyl ; optionally 
substituted -NC(=0) (alkyl) (alkyl) ; optionally 

substituted -NHS (0) n alkyl ; optionally substituted - 
| NS (0) n (alkyl) (alkyl) ; optionally substituted saturated 

heterocyclic ring or partially unsaturated heterocycle 
of from 5 to 8 atoms, which saturated heterocyclic 
ring or partially unsaturated heterocycle contains 1 , 
2, or 3 heteroatoms independently selected from N, 0, 
and S; optionally substituted aryl having from 1 to 3 
rings; and optionally substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings, 5 to 8 ring 
members in each ring and, in at least one of said 
rings, from 1 to about 3 heteroatoms per ring 
independently selected from the group consisting of N, 
0, and S; or 

(b) joined to a R 3 or R 4 not attached to the same 

carbon to form an optionally substituted aryl ring, a 
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saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 
optionally substituted, or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from .5 
to 8 members, which heterocyclic ring is optionally 
substituted and contains 1, 2, or 3 heteroatoms 
selected from N, 0, and S; 
Ar a is selected from the group consisting of: 

(a) cyclohexyl, cyclopentyl, piperidinyl, piperazinyl, 
phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, 
imidazolyl, thiazolyl, isothiazolyl , oxazolyl, 
isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl , 
naphthyl , indolyl , isoindolyl , benzof uranyl , 
isobenzof uranyl , benzo [b] thiophenyl , 
benz [d] isoxazolyl , quinolinyl , isoquinolinyl , 
cinnolinyl, quinazolinyl , and quinoxalinyl , each of 
which is optionally mono-, di-, or trisubstituted with 
R 5 ; and 

(b) bicyclic oxygen- containing groups of the formula: 
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optionally mono-, di-, or trisubstituted with R 5/ where 
L represents point of attachment and may be at any 
point on the benzene ring, and the oxygen- containing 
ring of the bicyclic oxygen- containing group consists 
of from 5 to 8 ring atoms, contains 1 or 2 oxygen 
atoms and remaining ring atoms are carbon; 
Ar 2 is selected from the group consisting of: 

(a) cyclohexyl, cyclopentyl, piperidinyl, piperazinyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl , oxazolyl, isoxazolyl, 
oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl , [pyrazinyl , ] benzimidazolyl , naphthyl , 
indolyl , isoindolyl , benzof uranyl , isobenzof uranyl , 
benzo [b] thiophenyl , benz [d] isoxazolyl , quinolinyl , 
isoquinolinyl , cinnolinyl, quinazolinyl , and 
quinoxalinyl , each of which is optionally mono-, di-, 
or trisubstituted with R 5 ; and 

(b) bicyclic oxygen-containing groups of the formula: 




optionally mono-, di-, or trisubstituted with R 5 , where 



L represents point of attachment and may be at any 

point on the benzene ring, and the oxygen- containing 
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ring of the bicyclic oxygen-containing group consists 
of from 5 to. 8 ring atoms, contains 1 or 2 oxygen 
atoms and remaining ring atoms are carbon; 

R 5 is independently selected at each occurrence from the 
group consisting of halogen, nitro, halo (Ci- 6 ) alkyl , 
halo (Ci- 6 ) alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted 
with 0-2 R 6 , C 2 _ 6 alkenyl substituted with 0-2 R 6 , C 2 - 
6 alkynyl substituted with 0-2 R 6 , Ci_ 6 alkoxy and Y; 

R 6 is independently selected at each occurrence from the 
group consisting of halogen, hydroxy, cyano, C 1 _ 4 alkyl, 
Ci. 4 alkoxy, -S (O) n (d- 4 alkyl) , halo (Ci- 4 ) alkyl , halo(Ci_ 
4 )alkoxy, CO (Ci_ 4 alkyl) , CONH (d^alkyl) , CON (Ci_ 4 alkyli) ( 
Ci_ 4 a.lkyl 2 ) where alkyli and alkyl 2 may be joined to 
form a saturated heterocyclic ring [heterocycle] of 
from 5 to 8 ring atoms and containing 1, 2, or 3 
heteroatoms independently selected from N, O, and S, 
-XR 7/ and Y; 

X is independently selected at each occurrence from the 
group consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH- , 
-NR 8 - , -C(=0)-, -C(=0)0-, -C(=0)NH-, -C(=0)NR 8 -, 
-S(0) n NH- , -S(0) n NR 8 -, NHC(=0) -NR 8 C(=0) -, -NHS(0) n -, 
and -NR 8 S(0) n -; 
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R 7 and R 8 are independently selected at each occurrence from 
I 

hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 
(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms is 
unsubstituted or substituted with one or more 
substituent (s) independently selected from oxo, 

hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
haloalkoxy, -0 (alkyl) , -NH (alkyl) , -N (alkyl) (alkyl) , 
-NHC(O) (alkyl), -N (alkyl) C (0) (alkyl), -NHS (0) n (alkyl) , 
-S(0) n (alkyl) , -S(0) n NH (alkyl) , -S (0) n N (alkyl 3 ) (alkyl 4 ) 
where alkyl 3 and alkyl 4 are optionally joined to form a 
saturated heterocyclic ring [heterocycle] consisting 
of from 5 to 8 ring atoms and containing 1, 2, or 3 
heteroatoms independently selected from N, 0, and S, 
and Y ■ ; 

Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
may be further substituted with one or more 
substituents independently selected from halogen, oxo, 
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hydroxy, amino, nitro, cyano, alkyl, alkoxy, 
haloalkyl, haloalkoxy, mono- or dialkylamino, and 
alkylthio; 

wherein said 3- to 8-membered heterocyclic groups 
contain one or more heteroatom (s) independently 
selected from N, 0, and S; and 

n is independently chosen at each occurrence from 0, 
1 , and 2 . 

% / 

B. (Previously Amended) A compound or salt according 
to Claim ^ , wherein: 

R A , Rb/ and R B ' are independently selected at each 
occurrence from hydrogen and Ci_ 6 alkyl; 

each R 3 and R 4 is independently 

(a) chosen from the group consisting of hydrogen, 
halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , halo(Ci_ 
6 ) alkoxy, hydroxy, amino, Ci-ealkyi substituted with 0-2 
R 6 , C 2 - 6 alkenyl substituted with 0-2 R 6 ; C 2 - 6 alkynyl 
substituted with .0-2 R 6 ; Ci_ 6 alkoxy substituted with 0-2 
R 6 , -NH (Ci_ 6 alkyl) substituted with 0-2 R 6 , -N(Ci_ 
6 alkyl) (Ci_ 6 alkyl) where each Ci_ 6 alkyl is independently 
substituted with 0-2 R 6/ -XR 7 , and Y; or 



8 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 




(b) joined to a R 3 or R 4 not attached to the same carbon 
to form an aryl ring substituted with 0-3 R 6/ a 
saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 
substituted with 0-2 R 6/ or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members , which heterocyclic ring is substituted 
with 0-2 R 6 and contains 1, 2 , or 3 heteroatoms 
independently selected from N, O, and S; 
R 7 and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 

(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms is 
unsubstituted or substituted with one or more 
substituent (s) independently selected from oxo, 

hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
haloalkoxy, -O (alkyl) , -NH (alkyl) , -N (alkyl) (alkyl) , - 
NHC(O) (Cx. 4 alkyl) , -N (C^alkyl) C (0) (C^alkyl) , 

NHS(0) n (C 1 _ 4 alkyl) , -S (0) n (C^alkyl ) , -S(0) n NH(Ci- 

4 alkyl), -S(0) n N(C 1 . 4 alkyl 3 ) (C^alkylJ where Ci- 4 alkyl 3 
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and Ci_ 4 alkyl 4 are optionally joined to form a saturated 
heterocyclic ring [heterocycle] consisting of from 5 
to 8 ring atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S, and Y' ; and 

Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
are unsubstituted or substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, Ci_ 4 alkyl, C x _ 4 alkoxy, 
halo (Ci_ 4 ) alkyl, halo (C X - 4 ) alkoxy, mono- or di (Ci_ 

4 ) alkylamino, and Ci_ 4 alkylthio; 

wherein said 3- to 8-membered heterocyclic groups contain 
one or more heteroatom (s) independently selected from 
N, 0, and S. 




(Original) A compound or salt according to Claim 



^, wherein Z is oxygen. 




(Cancelled) 
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4/. 



(Currently Amended) A compound of the formula: 

K 3R 4 R3R4 

or a pharmaceutically acceptable salt thereof, wherein: 

A is absent or is selected from the group consisting of 0, 

S, NR A/ CR B R B \ NR A CR B R B \ CR b R B 'NR A , -CR A =CR B -, and C 3 H 4 ; 

where R A/ R B/ and R B ' are independently selected at 

each occurrence from hydrogen or alkyl; 
each R 3 and R 4 is independently 

(a) selected from the group consisting of hydrogen; 

halogen; hydroxy; amino; cyano; nitro; 

-COOH; -CHO, optionally substituted alkyl; optionally 

substituted alkenyl; optionally substituted alkynyl; 

optionally substituted alkoxy; optionally substituted 

mono or dialkylamino; optionally substituted 

alkylthio; optionally substituted alkyl ketone; 

optionally substituted alkylester; optionally 

substituted alkylsulf inyl ; optionally substituted 

alkylsulfonyl; optionally substituted mono- or di- 

alkylcarboxamide; optionally substituted -S (0) n NHalkyl ; 

optionally substituted -S (0) n N (alkyl) (alkyl) ; 

optionally substituted -NHC (=0) alkyl ; . optionally 
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substituted 



-NC(=0) (alkyl) (alkyl) ; 



optionally 



substituted -NHS (0) n alkyl ; optionally substituted 
NS (O)n(alkyl) (alkyl); optionally substituted saturated 
heterocyclic ring or partially unsaturated heterocycle 
of from 5 to 8 atoms, which saturated heterocyclic 
ring or partially unsaturated heterocycle contains 1, 
2, or 3 heteroatoms independently selected from N, 0, 
and S / optionally substituted aryl having from 1 to 3 
rings; and optionally substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings, 5 to 8 ring 
members in each ring and, in at least one of said 
rings, from- 1 to about 3 heteroatoms per ring 
independently selected from the group consisting of N, 
0, and S; or 

(b) joined to a R 3 or R 4 not attached to the same carbon 
to form an optionally substituted aryl ring; a 
saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 
optionally substituted; or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members, which heterocyclic ring is optionally 
substituted and contains 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S; 
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Ari [and Ar 2 are independently] is* selected from the group 
consisting of: 

(a) cyclohexyl, cyclopentyl, piperidinyl, piperazinyl, 
pyrrolyl, f uranyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl , oxazolyl, isoxazolyl, 
oxadiazolyl , triazolyl , tetrazolyl , pyridyl , 

pyrimidyl , pyrazinyl , benzimidazolyl , naphthyl , 
indolyl , isoindolyl , - benzof uranyl , isobenzof uranyl , 
benzo [b] thiophenyl , benz [d] isoxazolyl , quinolinyl , 
isoquinolinyl , cinnolinyl, quinazolinyl , and 

quinoxalinyl; wherein Ar x is optionally mono-, di-, or 
trisubstituted with R 5/ and Ar 2 is optionally mono-, di- 
, or trisubstituted with R 9 ; 
Ar 2 is selected from the group consisting of: 

cyclohexyl , cyclopentyl , piperidinyl , piperazinyl , 
pyrrolyl, f uranyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl , oxazolyl, isoxazolyl , 

oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

benzimidazolyl , naphthyl , indolyl , isoindolyl, 

benzof uranyl, isobenzof uranyl , benzo [b] thiophenyl , 

benz [d] isoxazolyl , quinolinyl , isoquinolinyl , cinnolinyl , 
quinazolinyl, and quinoxalinyl; wherein Ar i is optionally 
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0 



mono-, di-, or trisubstituted with R 5t and Ar 2 is 
optionally mono-, di-, or trisubstituted with R 9 ; and 
(b) groups of the formula: 



optionally mono-, di-, or trisubstituted with R 5 , where 
L represents point of attachment and may be at any 
point on the benzene ring, and the oxygen- containing 
ring of the bicyclic oxygen- containing group consists 
of from 5 to 8 ring atoms, contains 1 or 2 oxygen 
atoms and remaining ring atoms are carbon; 

R 5 is independently selected at each occurrence from the 
group consisting of cyano, nitro, haloalkyl, 
haloalkoxy, hydroxy, amino, alkyl substituted with 0-2 
R 6 , alkenyl substituted with 0-2 R 6 , alkynyl 
substituted with 0-2 R 6/ alkoxy and Y; 

R 9 is independently selected at each occurrence from the 
group consisting of nitro, haloalkoxy, hydroxy, amino, 
alkyl substituted with 0-2 R 6 , alkenyl substituted with 
0-2 R 6 , alkynyl substituted with 0-2 R 6 , alkoxy 
substituted with 0-2 R 6/ and Y; 

R 6 is independently selected at each occurrence from the 
group consisting of halogen, hydroxy, cyano, alkyl, 
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alkoxy, -S (0) n (alkyl) , haloalkyl, haloalkoxy, 

CO(alkyl) , CONH (alkyl) , CON(alkyli) (alkyl 2 ) where 
alkyl x and alkyl 2 may be joined to form a saturated 
heterocyclic ring [heterocycle] of from 5 to 8 ring 
atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S, -XR 7/ and Y; 
X is independently selected at each occurrence from the 
group consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH- , 
-NR 8 -, -C(=0) -, -€(=0)0-, -C(=0)NH-, -C(=0)NR 8 -, 
-S(0) n NH-, 

-S(0) n NR 8 -, NHC(=0)-, -NR 8 C(=0)-, -NHS(0) n -, and 
-NR 8 S(0) n -; 

R 7 and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 

(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms is 
unsubstituted or substituted with one or more 
substituent (s) independently selected from oxo, 

hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
haloalkoxy, -0 (alkyl) , 

15 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 




-NH(alkyl) , -N (alkyl) (alkyl) , -NHC(O) (alkyl) , 

-N(alkyl)C(0) (alkyl) , -NHS (0) n (alkyl ) , -S (O) n (alkyl ) , 
-S (0) n NH (alkyl ) , -S (0) n N (alkyl 3 ) (alkyl 4 ) where alkyl 3 
and alkyl 4 are optionally joined to form a saturated 
heterocyclic ring [heterocycle] consisting of from 5 
to 8 ring atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
are unsubstituted or substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, alkyl, alkoxy, 
haloalkyl, haloalkoxy, mono- or dialkylamino, and 
alkyl thio; 

wherein said 3- to 8-membered heterocyclic groups 
contain one or more heteroatom (s) independently selected 
from N, 0, and S; and 

n is independently chosen at each occurrence from 0, 1, and 
2 . 




(Previously Amended) A compound of the formula: 
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or a pharmaceutical^ acceptable salt thereof, wherein: 

G, Q, T, and W are the same or different and are selected 

from the group consisting of N, CH, and CR 5/ wherein T 

or W or both is N; 
A is absent or is selected from the group consisting of 0, 

S, NR A , CR b Rb', NR a CR b R b \ CR b R B 'NR A , -CR A =CR B - / and C 3 H 4 ; 

where R A , R B/ and R B ' are independently selected at 

each occurrence from hydrogen and alkyl; 
Z is oxygen or sulfur; 
each R 3 and R 4 is independently 

(a) selected from the group consisting of hydrogen; 

halogen; hydroxy; amino; cyano; nitro; 

-COOH; -CHO, optionally substituted d- 6 alkyl; 
optionally substituted C 2 - 6 alkenyl; optionally 
substituted C 2 - 6 alkynyl; optionally substituted Ci_ 
6 alkoxy; optionally substituted mono or di (Ci- 
6 ) alkylamino; optionally substituted Ci_ 6 alkylthio ; 
optionally substituted Ci.ealkyi ketone; optionally 
substituted Ci_ 6 alkylester ; optionally substituted Ci_ 

17 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 



6 alkylsulf inyl ; optionally substituted Ci- 

6 alkylsulfonyl ; optionally substituted mono- or di (Ci_ 
s) alkylcarboxamide; optionally substituted -S(0) n NH Cj.- 
6 alkyl; optionally substituted -S (0) n N (Cx-salkyl) (Ci- 
6 alkyl) ; optionally substituted -NHC(=0) Ci_ 6 alkyl; 
optionally substituted -NC(=0) (d- 6 alkyl) (Ci- 6 alkyl) ; 
optionally substituted -NHS (0) n Ci_ 6 alkyl ; optionally 
substituted -NS (0) n ( Chalky 1 ) (Ci_ 6 alkyl) ; optionally 
substituted saturated heterocyclic ring or partially 
unsaturated heterocycle of from 5 to 8 atoms, which 
saturated heterocyclic ring or partially unsaturated 
heterocycle contains 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S; optionally 
substituted aryl having from 1 to 3 rings; and 
optionally substituted heteroaryl, said heteroaryl 
having from 1 to 3 rings, 5 to 8 ring members in each 
ring and, in at least one of said rings, from 1 to 
about 3 heteroatoms per ring independently selected 
from the group consisting of N, 0, and S; or 
(b) joined to a R 3 or R 4 not attached to the same 

carbon to form an optionally substituted aryl ring; a 
saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 

18 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 



optionally substituted; or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members, which heterocyclic ring is optionally 
substituted and contains 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S; 
R 5 represents 1 to 3 substituents independently selected at 
each occurrence from the group consisting of cyano, 
hydroxy, amino, C 3 - 6 alkyl substituted with 0-2 R 6/ C 2 _ 6 
alkenyl substituted with 0-2 R 6/ C 2 . 6 alkynyl 
substituted with 0-2 R 6 , C 3 _ 6 alkoxy, -NH (Ci_ 6 alkyl ) 
substituted with 0-2 R 6 , -N (Ci_ 6 alkyl ) (Cx-ealkyl) where 
each alkyl is independently substituted with 0-2 R 6/ 
XR 7/ and Y; 

R 9 represents 0 to 3 substituents independently selected at 
each occurrence from the group consisting of halogen, 
nitro, halo (Ci_ 6 ) alkyl, halo (Ci_ 6 ) alkoxy , hydroxy, 
amino, Ci_ 6 alkyl substituted with 0-2 R 6/ C 2 _ 6 alkenyl 
substituted with 0-2 R 6 , C 2 - 6 alkynyl substituted with 0- 
2 R 6 , Ci- 6 alkoxy substituted with 0-2 R 6/ and Y; 

R 6 is independently selected at each occurrence from the 
group consisting of halogen, hydroxy, cyano, Ci_ 4 alkyl, 
Ci. 4 alkoxy , -S (O) n (C 1 _ 4 alkyl) , halo (d_ 4 ) alkyl , halo (Ci_ 
4 )alkoxy, CO (Ci_ 4 alkyl ) , CONH (Ci_ 4 alkyl ) , CON(Ci_ 
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4 alkyli) (Ci- 4 alkyl 2 ) where alkyli and alkyl 2 may be 
joined to form a saturated heterocyclic ring 
[heterocycle] of from 5 to 8 ring atoms and containing 
1, 2, or 3 heteroatoms independently selected from N, 
0, and S, -XR 7/ and Y; 
X is independently selected at each occurrence from the 
group consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH-, 
-NR 8 - / -C(=0)-, -C(=0)0- / -C(=0)NH-, -C(=0)NR 8 -, - 
S(0) n NH-, -S(0) n NR 8 -, NHC(=0) -, -NR 8 C(=0) -NHS(0) n -, 
and -NR 8 S(0) n - ; 

R 7 and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 

(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms is 
unsubstituted or substituted with one or more 
substituent (s) independently selected from oxo, 

hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
haloalkoxy, -0 (Chalky 1 ) , -NH (Ci_ 4 alkyl) , -N(Ci- 
4 alkyl) (Ci- 4 alkyl) , -NHC(O) (d_ 4 alkyl) , -N(Ci- 

4 alkyl)C(0) (d^alkyl) , -NHS (0) n (Ci_ 4 alkyl ) , -S(0) n (d_ 
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4 alkyl), -S(0) n NH(C 1 _ 4 alkyl) , -S (O) n N (Ci- 4 alkyl 3 ) ( Ci- 
4 alkyl 4 ) where Ci_ 4 alkyl 3 and Ci_ 4 alkyl 4 are optionally 
joined to form a saturated heterocyclic ring 
[heterocycle] consisting of from 5 to 8 ring atoms and 
containing 1, 2, or 3 heteroatoms independently 
selected from N, 0, and S, and Y' ; 

Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
are unsubstituted or substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, C^alkyl, Ci_ 4 alkoxy, 
halo (C3.-4) alkyl, halo (Ci_ 4 ) alkoxy , mono- or di (Ci- 

4 ) alkylamino, and C^alkylthio; 

wherein said 3- to 8-membered heterocyclic groups 
contain one or more heteroatom (s) independently 
selected from N, 0, and S; and 

n is independently chosen at each occurrence from 0, 1, and 
2 . 




(Original) A compound according to 




is 



4- (3-Chloro-2-pyridinyl) -N- [4 (isopropyl) phenyl] -2- 
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methylthio-l-piperazinecarboxamide , or a pharmaceutically 
acceptable salt thereof. 



(Original) A compound according to Claim jf, 

wherein R 3 and R 4 are independently selected at each 

occurrence from the group consisting of hydrogen and Ci- 6 
alkyl. 

Pi Z ^ 

U JT2. (Original) A compound according to Claim /l , 

wherein G and Q are selected from the group consisting of 
CH and CR 5 . 

(Original) A compound according to Claim , 
wherein G , Q, and W are independently selected at each 
occurrence from the group consisting of CH and CR 5 ; and T is 
N. 

\\ f 

Jfik. (Original) A compound according to Claim ^3 
wherein R 3 and R 4 are hydrogen; and A is selected from the 
group consisting of NH, -CH=CH-, and -CH 2 NH- . 

ys. (Original) A compound or salt accordinq to CI 
\S> ' 

yi, wherein R 6 is independently selected at each 
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aim 
occurrence 



from the group consisting of halogen, hydroxy, Ci- 4 
alkyl, C1-4 alkoxy, -NH (Ci- 4 alkyl) , and -N(Ci_ 4 alkyl) (Ci_ 4 
alkyl) . 

\P ■ I* 

1/4. (Original) A compound according to Claim yC t 

which is 4- (3-Trif luoromethyl -2 -pyridinyl ) -N- (3-methoxy-4- 
hydroxyphenylmethyl) -1-piperazinecarboxamide, or a 

pharmaceutically acceptable salt thereof. 

|$ ip 

(Original) A compound according to Claim yi t 
which is 4- (3-Nitro-pyridinyl) -N- [4- (n-butyl ) phenyl ] -1- 
piperazinecarboxamide, or a pharmaceutically acceptable 
salt thereof . 

)/&. (Original) A compound according to Claim %6 , 
which is 4- (3-Trif luoromethyl -2 -pyridinyl) -N- [4- (n- 

butyl) phenyl] -1-piperazinecarboxamide, or a 

pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim , which 
is 4- (3 -Methyl -2 -pyridinyl) -N- [4- (isopropyl) phenyl] -1- 

piperazinecarboxamide, or a pharmaceutically acceptable 
salt thereof. 
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^6. (Original) A compound according to Claim )A , which 
is 4- (3-Methyl-2-pyridinyl) -N- [4- (n-butyl) phenyl] -1- 

piperazinecarboxamide, or a pharmaceutically acceptable 
salt thereof . 

yL. (Original) A compound according to Claim )A , which 
is 4- (3-Chloro-5-trif luoromethyl-2-pyridinyl) -N- [4- 

(isopropyl) phenyl] -1-piperazinecarboxamide, or a 

pharmaceutically acceptable salt thereof. 

\& w 

^2. (Original) A compound according to Claim , which 
is 4- (3-Chloro-2-pyridinyl) -N- [4- (isopropyl ) phenyl] -1- 

piperazinecarboxamide, or a pharmaceutically acceptable 
salt thereof. 

(Original) A compound according to Claim )A , which 
is 4- (3, 5-Dichloro-2-pyridinyl) -N- [4- (isopropyl) phenyl] -1- 
piperazinecarboxamide, or a pharmaceutically acceptable 
salt thereof. 



24. (Original) A compound according to claim 13, which 
is 4- (3-Cyano-2-pyridinyl) -N- [4- (isopropyl) phenyl] -1- 
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piperazinecarboxamide, or a pharmaceutical ly acceptable 
salt thereof. 



at 

. (Original) The \compound according to claim y£ 
which is 4- (3 -Chloro-2 -pyridinyl ) -N- [4- (isopropyl) phenyl] - 
2 -methyl - 1 -piperazinecarboxamide . 
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(Previously Amended) A compound of the formula: 

R 4 




R 4 \ 



^9B 



and 



or a pharmaceutical^ acceptable salt thereof, wherein: 
A is selected from the group consisting of NH, -CH=CH- 
CH 2 NH; 

R 4 is independently chosen from hydrogen and Ci_ 4 alkyl; 

R 5 represents 0 to 2 substituents independently chosen at 
each occurrence from the group consisting of halogen, 
cyano, nitro, halo (Ci_ 6 ) alkyl , halo (Ci_ 6 ) alkoxy, 
hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 R 6 , C 2 - 
6 alkenyl substituted with 0-2 R 6 , C 2 - 6 alkynyl 
substituted with 0-2 R 6 , C^galkoxy, -NH (Ci_ 6 alkyl) 
substituted with 0-2 R 6/ and -N (Ci_ 6 alkyl ) ( Ci_ 6 alkyl) 
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where each d_ 6 alkyl is independently substituted with 
0-2 R 6 ; 

R 9 represents 0 to 2 substituents and is independently 
chosen at each occurrence from the group consisting of 
halogen, nitro, halo (Ci_ 6 ) alkyl , halo (Ci_ 6 ) alkoxy , 
hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 R 6/ C 2 - 
6 alkenyl substituted with 0-2 R 6 , d-ealkynyl 
substituted with 0-2 R 6 , and d-ealkoxy substituted with 
0-2 R 6 . 

R 5 a is independently selected from the group consisting of 
halogen, cyano, nitro, halo (d-e) alkyl , halo(d- 
6 ) alkoxy, hydroxy, amino, d-e alkyl, d-e alkoxy, - 
NH(d_ 6 alkyl), and -N(d-e alkyl) (d-e alkyl); 

R 9B is independently selected from the group consisting of 
halogen, nitro, halo (d-e) alkoxy , hydroxy, amino, d_ 6 
alkyl, and d_ 6 alkoxy; and 

R 6 is independently selected at each occurrence the group 
consisting of halogen, hydroxy, d_ 4 alkyl, d- 4 alkoxy, - 
NH(d-4 alkyl), and -N(d-4 alkyl) (d- 4 alkyl). 
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C( 



^7. (Previously Amended) A compound of the formula: 



r 3 f 4 




or a pharmaceutically acceptable salt thereof, wherein: 
A is selected from the group consisting of a single bond, 
S, NR A/ NR A CHR B/ CHR B NR A/ -CR A =CR B -, and C 3 H 4 ; where R A 
and R B are independently selected at each occurrence 
from the group consisting of hydrogen and alkyl; 
each R 3 and R 4 is independently 

(a) selected from the group consisting of hydrogen; 

halogen; hydroxy; amino; cyano; nitro; 

-COOH; -CHO, optionally substituted alkyl; optionally 
substituted alkenyl; optionally substituted alkynyl; 
optionally substituted alkoxy; optionally substituted 
mono or dialkylamino; optionally substituted 
alkylthio; optionally substituted alkyl ketone; 
optionally substituted alkylester; optionally 
substituted alkylsulf inyl ; optionally substituted 
alkylsulf onyl ; optionally substituted mono- or di- 
alkylcarboxamide; optionally substituted -S (0) n NHalkyl ; 
optionally substituted -S (0) n N (alkyl ) (alkyl) ; 



27 

McDonnell Bochnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 



J 



a 



optionally substituted -NHC (=6) alkyl ; optionally 
substituted -NC(=0) (alkyl) (alkyl) ; optionally 

substituted -NHS (0) n alkyl ; optionally substituted 
NS (0) n (alkyl) (alkyl); optionally substituted saturated 
heterocyclic ring or partially unsaturated heterocycle 
of from 5 to 8 atoms, which saturated heterocyclic 
ring or partially unsaturated heterocycle contains 1, 
2, or 3 heteroatoms independently selected from N, 0, 
and S; optionally substituted aryl having from 1 to 3 
rings; and optionally substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings, 5 to 8 ring 
members in each ring and, in at least one of said 
rings, from 1 to about 3 heteroatoms per ring 
independently selected from the group consisting of N, 
0, and S; or 

(b) joined to a R 3 or R 4 not attached to the same 

carbon to form an optionally substituted aryl ring; a 
saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 
optionally substituted; or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members, which heterocyclic ring is optionally 
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substituted and contains 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S; 

R 5 represents 0-3 substituents independently selected at 
each occurrence from the group consisting of cyano, 
nitro, haloalkyl, haloalkoxy, C 2 . 6 alkenyl substituted 
with 0-2 R 6/ and C 2 _ 6 alkynyl substituted with 0-2 R 6 ; 

R 9 represents 0-3 substituents independently selected at 
each occurrence from the group consisting of bromo, 
haloalkyl, haloalkoxy, hydroxy, C 2 _ 6 alkyl substituted 
with 0-2 R 6 , C 2 -6 alkenyl substituted with 0-2 R 6 , C 2 _ 6 
alkynyl substituted with 0-2 R 6/ and C 2 _ 6 alkoxy; 

R 6 is independently selected at each occurrence from the 
group consisting of halogen, hydroxy, cyano, alkyl, 
alkoxy, -S (0) n (alkyl) , haloalkyl, haloalkoxy, 

CO(alkyl) , CONH(alkyl) , CON(alkyli) (alkyl 2 ) where 
alkyli and alkyl 2 may be joined to form a saturated 
heterocyclic ring [heterocycle] of from 5 to 8 ring 
atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, O, and S, -XR 7 , and Y; 

X is independently selected at each occurrence from the 
group consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH-, 
-NR 8 - , -C(=0)-, -C(=0)0-, -C(=0)NH-, -C(=0)NR 8 -, 
S (0) n NH-, 
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# 




-S(0) n NR 8 -, NHC(=0)-, -NR 8 C(=0)-, -NHS(0) n -, and - 
NR 8 S(0) n -; 

R 7 and R 8 are independently selected at each occurrence from 
straight, branched, and cyclic alkyl groups, and 
(cycloalkyl) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 3 to 8 carbon atoms, and containing zero 
or one or more double or triple bonds, each of which 3 
to 8 carbon atoms is unsubstituted or substituted with 
one or more substituent (s) independently selected 
from oxo, hydroxy, halogen, amino, cyano, nitro, 
haloalkyl, haloalkoxy, -O(alkyl), -NH(alkyl), 



N (alkyl) C(0) (alkyl), -NHS (0) n (alkyl) , -S (0) n (alkyl) , - 
S (0) n NH (alkyl ) , -S (0) n N (alkyl 3 ) (alkyl 4 ) where alkyl 3 and 
alkyl 4 are optionally joined to form a saturated 
heterocyclic ring [heterocycle] consisting of from 5 
to 8 ring atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
are unsubstituted or substituted with one or more 



-N (alkyl) (alkyl) , 



-NHC(O) (alkyl) , 
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substituents independently selected from halogen, oxo, 
hydroxy , ami no , ni t r o , cy ano , a 1 ky 1 , a 1 koxy , 

haloalkyl, haloalkoxy, mono- or dialkylamino, and 
alkylthio; 

wherein said 3- to 8-membered heterocyclic groups 
contain one or more heteroatom (s) independently selected 
from N, 0, and S; and 

n is independently chosen at each occurrence from 0, 1, and 
2 . 

^8. (Original) A compound or salt according to Claim 
^ in which R 3 and R 4 are independently selected at each 
occurrence from the group consisting of hydrogen and Ci_ 6 
alkyl . 

^9. (Original) A compound or salt according to claim 
Jr7, wherein A is selected from the group consisting of NH, 
-CH=CH-, and CH 2 NH ; R 3 is hydrogen and R 4 is independently 
chosen at each occurrence from hydrogen and methyl; and R 6 
is independently selected at each occurrence from the group 
consisting of halogen, hydroxy, Ci_ 4 alkyl, Ci_4 alkoxy, 
-NH(d- 4 alkyl), and -N(Ci_ 4 alkyl) (Ci- 4 alkyl). 
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7i. 



(Previously Amended) A compound of the formula: 

R 4 



(0 




or a pharmaceutically acceptable salt thereof, wherein: 

A is selected from the group consisting of NH, -CH=CH-, and 



R 4 is independently selected at each occurrence from 
hydrogen and Ci_ 4 alkyl; 



R 5 represents 0 to 2 substituents independently selected at 
each occurrence from the group consisting of halogen, 
cyano, nitro, halo (Ci_ 6 ) alkyl, halo (C^ 6 ) alkoxy, amino, 
C 2 _ 6 alkenyl substituted with 0-2 R 6 , and C 2 _ 6 alkynyl 
substituted with 0-2 R 6 ; 

R 9 represents 0 to 2 substituents and is independently 
selected at each occurrence from the group consisting 
of halogen, nitro, halo (Ci_ 6 ) alkyl , halo (Ci- 6 ) alkoxy, 
hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 R 6/ C 2 - 
6 alkenyl substituted with 0-2 R 6 , C 2 . 6 alkynyl 
substituted with 0-2 R 6/ and Ci_ 6 alkoxy substituted with 
0-2 R 6 ; 

Rsa is independently selected from the group consisting of 
halogen, cyano, nitro, trif luoromethyl , 



CH 2 NH; 
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trif luoromethoxy , hydroxy, amino, Ci_ 6 alkyl, Ci_ 6 
alkoxy, -NH(Ci_ 6 alkyl), and -N(d_ 6 alkyl) (Ci-C 6 alkyl); 
R 9B is independently selected from the group consisting of 
trif luoromethoxy, hydroxy, C 2 - 6 alkyl, and C 2 - 6 alkoxy; 
and 

R 6 is independently selected at each occurrence from the 
group consisting of halogen, hydroxy, Ci_ 4 alkyl, and 
Ci_ 4 alkoxy. 



or a pharmaceutical^ acceptable salt thereof, wherein the 
compound or pharmaceutical^ acceptable salt thereof 
exhibits an EC50 or Ki of 1 micromolar or less in a 
standard assay of capsaicin receptor mediated calcium 
mobilization; and wherein 

A is absent or is selected from the group consisting of 0, 
S , NR A , NR A CR B R B ' , CR B R b ' NR A , - CR A =CR B - , and C 3 H 4 ; where 
Ra/ Rb, and R B ' are independently selected at each 
occurrence from hydrogen and Ci- 6 alkyl; 

Z is oxygen or sulfur; 





(Previously Amended) A compound of the formula: 
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each R 3 and R 4 is independently 

(a) selected from the group consisting of hydrogen, 
halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , halo(C!_ 
6 )alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted with 0- 
2 R 6 , C 2 -6alkenyl substituted with 0-2 R 6 ; C 2 -6alkynyl 
substituted with 0-2 R 6 ; Cx-ealkoxy substituted with 0- 
2 R 6/ -NH(Ci- 6 alkyl) substituted with 0-2 R 6 , -N(Ci_ 
6 alkyl) (Ci_ 6 alkyl) where each Ci- 6 alkyl is independently 
substituted with 0-2 R 6 , -XR 7/ and Y; or 

(b) joined to a R 3 or R 4 not attached to the same carbon 
to form an aryl ring substituted with 0-3 R 6 , a 
saturated or partially unsaturated carbocyclic ring 
of from 5 to 8 members, which carbocyclic ring is 
substituted with 0-2 R 6 , or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members, which heterocyclic ring is substituted 
with 0-2 R 6 and contains 1, 2, or 3 heteroatoms 
independently selected from N, O, and S; 

Arx is selected from the group consisting of: 

(a) cyclohexyl, cyclopentyl, piperidinyl, piperazinyl, 
phenyl , pyrrolyl , f uranyl , thienyl , pyrazolyl , 
imidazolyl, thiazolyl, isothiazolyl , oxazolyl, 
isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
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pyridyl, 



pyrimidyl , 



pyrazinyl , 



benzimidazolyl , 



naphthyl , 



indolyl , 



isoindolyl , 



benzofuranyl , 



isobenzof uranyl , 



benzo [b] thiophenyl , 



benz [d] isoxazolyl, 



quinolinyl , 



isoquinolinyl , 



cinnolinyl, quinazolinyl , and quinoxalinyl , each of 
which is optionally mono-, di-, or trisubstituted 
with R 5 ; and 

(b) bicyclic oxygen- containing groups of the formula: 



optionally mono-, di-, or trisubstituted with R 5/ where 
L represents point of attachment and may be at any 
point on the benzene ring, and the oxygen-containing 
ring of the bicyclic oxygen- containing group consists 
of from 5 to 8 ring atoms, contains 1 or 2 oxygen 
atoms and remaining ring atoms are carbon; 
2 is selected from the group consisting of: 
(a) cyclohexyl, cyclopentyl, piperidinyl, 

piperazinyl, pyrrolyl, f uranyl, thienyl, pyrazolyl, 
imidazolyl, thiazolyl, isothiazolyl , oxazolyl, 
isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl , pyrimidyl , [pyrazinyl , ] benzimidazolyl , 
naphthyl, indolyl, isoindolyl, benzofuranyl, 
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isobenzof uranyl , benzo [b] thiophenyl , 

benz [d] isoxazolyl , quinolinyl , isoquinolinyl , 

cinnolinyl, quinazolinyl , and quinoxalinyl , each of 
which is optionally mono-, di-, or trisubstituted with 
R 5 ; and 

(b) bicyclic oxygen- containing groups of the formula: 




optionally mono-, di-, or trisubstituted with R 5 , where 
L represents point of attachment and may be at any 
point on the benzene ring, and the oxygen- containing 
ring of the bicyclic oxygen-containing group consists 
of from 5 to 8 ring atoms, contains 1 or 2 oxygen 
atoms and' remaining ring atoms are carbon; 

R 5 is independently selected at each occurrence from the 
group consisting of halogen, nitro, halo (Ci_ 6 ) alkyl , 
halo (d-e) alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted 
with 0-2 R 6 , C 2 - 6 alkenyl substituted with 0-2 R 6 , C 2 - 
6 alkynyl substituted with 0-2 R 6 , Ci_ 6 alkoxy and Y; 

R 6 is independently selected at each occurrence from the 

group consisting of halogen, hydroxy, cyano, Ci^alkyl, 

Ci. 4 alkoxy, -S (O) n (d- 4 alkyl) , halo (d_ 4 ) alkyl , halo(d- 

4 ) alkoxy, CO (Ci_ 4 alkyl) , CONH (d_ 4 alkyl ) , C0N(d- 
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4 alkyli) (Ci- 4 alkyl 2 ) where alkyl x and alkyl 2 may be 
joined to form a saturated heterocyclic ring 
[heterocycle] of from 5 to 8 ring atoms and containing 
1, 2, or 3 heteroatoms independently selected from N, 
0, and S, -XR 7/ and Y; 
X is independently selected at each occurrence from the 
group consisting of -CH 2 - , -CHR 8 -, -0-, -S(0) n -, -NH- , 
-NR 8 -, -C(=0) -, -C(=0)0-, -C (=0) NH- , -C(=0)NR 8 -, 
-S(0) n NH-, -S(0) n NR 8 - / NHC(=0) -, -NR 8 C(=0) -, -NHS(0) n -, 
and -NR 8 S(0) n -; 

R 7 and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 

(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms is 
unsubstituted or substituted with one or more 
substituent (s) independently selected from oxo, 

hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
haloalkoxy, -0 (Ci_ 4 alkyl ) , -NH (Ci_ 4 alkyl ) , -N(Ci_ 
4 alkyl) (Ci_ 4 alkyl) , -NHC(O) (d_ 4 alkyl) , -N(Ci_ 

4 alkyl)C(0) (Ci_ 4 alkyl) , -NHS (0) n (Ci_ 4 alkyl) , -S(0) n (d_ 
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4 alkyl) / -S(0) n NH(Ci- 4 alkyl) , -S (O) n N (C 1 . 4 alkyl 3 ) (Ci_ 
4 alkyl 4 ) where Ci_ 4 alkyl 3 and Ci_ 4 alkyl 4 are optionally 
joined to form a saturated heterocyclic ring 
[heterocycle] consisting of from 5 to 8 ring atoms and 
containing 1, 2, or 3 heteroatoms independently 
selected from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
may be further substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, d- 4 alkyl, Ci- 4 alkoxy, 
halo (C x _ 4 ) alkyl, halo (Ci_ 4 ) alkoxy, mono- or di (Ci_ 

4 ) alkylamino, and Ci_ 4 alkylthio; 

wherein said 3- to 8-membered heterocyclic groups 
contain one or more heteroatom (s) independently selected 
from N, 0, and S; and 

n is independently chosen at each occurrence from 0, 1, and 
2 . 




(Previously Amended) A compound of the Formula A, 



Formula B, Formula C, Formula D, Formula E, or Formula F: 
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Formula D 
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Formula E 




Formula F 

or a pharmaceutically acceptable salt of Formula A, Formula 

B, Formula C, Formula D, Formula E, or Formula F, wherein 

A represents NH or 0; 

each R 3 and R 4 is independently 

(a) selected from the group consisting of hydrogen, . 

halogen, cyano, nitro, halo (Ci- 6 ) alkyl , halo(Ci- 
6 )alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 
Re, C 2 - 6 alkenyl substituted with 0-2 R 6 ; C 2 - 6 alkynyl 
substituted with 0-2 R 6 ; Ci_ 6 alkoxy substituted with 0-2 
R 6 , -NH (d-ealkyl) substituted with 0-2 R 6/ -N(Ci- 
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6 alkyl) (Ci- 6 alkyl) where each Ci_ 6 alkyl is independently 
substituted with 0-2 R 6/ -XR 7/ and Y; or 
(b) joined to a R 3 or R 4 not attached to the same 

carbon to form an aryl ring substituted with 0-3 R 6/ a 
saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 
substituted with 0-2 R 6/ or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members, which heterocyclic ring is substituted 
with 0-2 R 6 and contains 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S; 
R 5 represents from 1 to 3 substituents independently 
selected at each occurrence from the group consisting 
of halogen, cyano, nitro, halo (C^e) alkyl , halo(Ci_ 
6 )alkoxy, hydroxy, amino, Ci-ealkyi substituted with 0-2 
Re/ C 2 - 6 alkenyl substituted with 0-2 R 6 , C 2 - 6 alkynyl 
substituted with 0-2 R 6/ Ci_ 6 alkoxy, -NH (Ci_ 6 alkyl ) 
substituted with 0-2 R 6/ -N (C^galkyl ) (Cx-ealkyl) where 
each Ci_ 6 alkyl is independently substituted with 0-2 R 6 , 
-XR 7 , and Y; 

R 9 represents from 1 to 3 substituents independently 
selected at each occurrence from the group consisting 
of halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , halo(Ci_ 
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• 



6 )alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 
R 6/ C 2 . 6 alkenyl substituted with 0-2 R 6/ C 2 - 6 alkynyl 
substituted with 0-2 R 6 , Ci-ealkoxy substituted with 0-2 
R 6 , and Y; 

R 6 is independently selected at each occurrence from the 
group consisting of halogen, hydroxy, cyano, Ci_ 4 alkyl, 
Ci_ 4 alkoxy, -S (O) n (C 1 _ 4 alkyl) , halo (Ci_ 4 ) alkyl , halo (Ci_ 
4 )alkoxy, CO (Ci_ 4 alkyl) , CONH (Ci- 4 alkyl ) , CON(Ci_ 
4 alkyli) (Ci_ 4 alkyl 2 ) where alkyl x and alkyl 2 may be 
joined to form a saturated heterocyclic ring 
[heterocycle] of from 5 to 8 ring atoms and containing 
1, 2, or 3 heteroatoms independently selected from N, 
0, and S, -XR 7 , and Y; 

X is -independently selected at each occurrence from the 
group consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH-, 
-NR 8 - , -C(=0) -, -C(=0)0-, -C(=0)NH-, -C(=0)NR 8 -, 
-S(0) n NH-, -S(0) n NR 8 -, NHC(=0) -NR 8 C(=0) -, -NHS(0) n -, 
and -NR 8 S(0) n -; 

R 7 and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 
(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
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atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms is 
unsubstituted or substituted with one or more 
substituent (s) independently selected from oxo, 

hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
haloalkoxy, -0 (d- 4 alkyl) , -NH (Ci- 4 alkyl ) , -N(Ci- 
4 alkyl) (Cx^alkyl) , -NHC(O) (Ci- 4 alkyl) , -N(Ci_ 

4 alkyl)C(0) (Ci- 4 alkyl) , -NHS (0) n (Ci_ 4 alkyl) , -S(0) n (Ci. 
4 alkyl) , -S (0) n NH(C!_ 4 alkyl) , -S (0) n N (Ci- 4 alkyl 3 ) (Ci_ 
4 alkyl 4 ) where Ci_ 4 alkyl 3 and Ci_ 4 alkyl 4 are optionally 
j oined to form a saturated heterocyclic ring 
[heterocycle] consisting of from 5 to 8 ring atoms and 
containing 1, 2, or 3 heteroatoms independently 
selected from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
may be further substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, Ci_ 4 alkyl, Ci_ 4 alkoxy, 
halo (Ci- 4 ) alkyl, halo (Ci- 4 ) alkoxy, mono- or di (d- 

4 ) alkylamino, and Ci_ 4 alkylthio; 
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wherein said 3- to 8-membered heterocyclic groups 
contain one or more heteroatom (s) independently selected 
from N, 0, and S; and 

n is independently chosen at each occurrence from 0, 1, and 
2. 



pi 

. (Original) A compound or salt according to Clai 



lm 



0{j6 t wherein A represents NH. 

^ ^4. (Original) A compound or salt according to Claim 
^2, wherein: 

A represents NH; and 

R 3 and R 4 are independently chosen at each occurrence 
from the group consisting of hydrogen, halogen, cyano, 
nitro, halo (Ci_ 6 ) alkyl, halo (Ci_ 6 ) alkoxy , hydroxy, amino, 
Ci_ 6 alkyl , C 2 - 6 alkenyl , C 2 - 6 alkynyl , Ci_ 6 alkoxy 

substituted with 0-2 R 6 , - NH (d_ 6 alkyl) , and -N(Ci- 

6 alkyl) (Ci- 6 alkyl) . 

^ ^S. (Original) A compound or salt according to Claim 
, wherein: 

A represents NH; 

R 3 represents hydrogen; and 
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R 4 is independently chosen at each occurrence from 
hydrogen and Ci_ 6 alkyl . 

^6. (Original) A compound or salt according to Claim 
3^, wherein: 
A represents NH; 
R 3 represents hydrogen; and 

R 4 is independently chosen at each occurrence from hydrogen 
and methyl . 

j/l . (Previously Amended) A compound or salt 



according to Claim ^2, wherein: 
A represents NH; 
R 3 represents hydrogen; 

R 4 is independently chosen at each occurrence from hydrogen 
and methyl ; and 

R 5 represents from 1 to 3 substituents independently 
selected at each occurrence from the group consisting 
of halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , halo(C X - 
6 )alkoxy, hydroxy, amino, C;L_ 6 alkyl, C 2 - 6 alkenyl, C 2 - 
6 alkynyl, Cx-salkoxy, -NH (Ci_ 6 alkyl) , -N (d-ealkyl) (Ci_ 
6 alkyl) , and C 3 - 8 cycloalkyl; and 
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no 



R 9 represents from 1 to 3 substituents independently 
selected at each occurrence from the group consisting 
of halogen, nitro, halo (Ci- 6 ) alkyl , halo (Ci- 6 ) alkoxy , 
hydroxy, amino, Ci_ 6 alkyl, C 2 - 6 alkenyl, C 2 - 6 alkynyl, C x . 
6 alkoxy, and C 3 -s cycloalkyl . 



^4. (Previously Amended) A compound or salt of the 
Formula A-l 




0 




R 4 



Formula A-l 



wherein 



R 4 is hydrogen or methyl; 

R 5 and R 9 are independently selected from the, group 
consisting of halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , 
halo (d-e) alkoxy, hydroxy, amino, Ci_ 6 alkyl, C 2 - 6 alkenyl, 
C 2 _ 6 alkynyl, Cx- 6 alkoxy, -NH (Ci_ 6 alkyl) , -N (Ci- 6 alkyl ) (C x . 
6 alkyl), and C 3 - 8 cycloalkyl ; and 

R 5 b and R 9B each represent from 0 to 2 substituents 
independently selected at each occurrence from 
hydrogen, halogen, cyano, nitro, halo (Ci- 2 ) alkyl , 
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1 72-° 



halo (Ci- 2 ) alkoxy, hydroxy, amino, Ci- 3 alkyl, Ci- 3 alkoxy, 
-NH (d- 3 alkyl) , and -N (Ci_ 6 alkyl) (d- 6 alkyl ) . 

ji y9 . (Original) A compound or salt according to Claim 

^8, wherein: 

R 5 is C 3 . 6 alkyl; C 3 - 6 alkoxy; halo (Ci_ 3 ) alkyl , halo(Ci_ 

3 ) alkoxy, or C 3 _ 8 cycloalkyl ; 
R 9 is chloro or trif luoromethyl ; and 
R 5B and R 9B are hydrogen. 

O I / ^0. (Previously Amended) A compound or salt of 

Formula B-l ; 




Formula B-l 

wherein 

R 4 is hydrogen or methyl; 

R 5 and R 9 are independently selected from the group 
consisting of halogen, cyano, nitro, halo (C x . 6 ) alkyl , 
halo (Ci_ 6 ) alkoxy, hydroxy, amino, Ci- 6 alkyl, C 2 - 6 alkenyl, 
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C 2 - 6 alkynyl, Ci_ 6 alkoxy, -NH (d- 6 alkyl ) , -N (Ci_ 6 alkyl) (Ci- 
6 alkyl) , and C 3 - 8 cycloalkyl; and 
R 5B and R 9B each represent from 0 to 2 substituents 
independently selected at each occurrence from 
hydrogen, halogen, cyano, nitro, halo (Ci- 2 ) alkyl , 
halo (Ci- 2 ) alkoxy, hydroxy, amino, Ci_ 3 alkyl, Ci_ 3 alkoxy, 
-NH(C 1 _ 3 alkyl) , and -N (Chalky!) (Ci- 6 alkyl) . 



^1. (Original) A compound or salt according to Claim 
40, wherein: 

R 5 is C 3 - 6 alkyl; C 3 . 6 alkoxy; halo (Ci_ 3 ) alkyl , halo(Ci_ 

3 ) alkoxy, or C 3 . 8 cycloalkyl; 
R 9 is chloro or trif luoromethyl ; and 
R 5 b and R 9B are hydrogen. 

^rz. (Previously Amended) A compound or salt of 
Formula C-l : 




Formula C-l 



wherein : 
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R 4 is hydrogen or methyl; 

R 5 "and R 9 are independently selected from the group 
consisting of halogen, cyano, nitro, halo (Ci- 6 ) alkyl , 
halo (Ci_ 6 ) alkoxy, hydroxy, amino, d- 6 alkyl, C 2 _ 6 alkenyl, 
C 2 - 6 alkynyl, Ci- 6 alkoxy, -NH (Ci_ 6 alkyl) , -N (Ci_ 6 alkyl ) (Ci- 
6 alkyl) , and C 3 . 8 cycloalkyl; and 

R 5B and R 9B each represent from 0 to 2 substituents 
independently selected at each occurrence from 
hydrogen, halogen, cyano, nitro, halo (Ci_ 2 ) alkyl , 
halo (Ci_ 2 ) alkoxy, hydroxy, amino, Ci_ 3 alkyl, d- 3 alkoxy, 
-NH(Ci- 3 alkyl) , and -N (Ci- 6 alkyl) (Ci_ 6 alkyl) . 



yl , wherein: 

R 5 is C 3 . 6 alkyl; C 3 . 6 alkoxy; halo (Ci_ 3 ) alkyl , halo(Ci_ 

3 ) alkoxy, or C 3 . 8 cycloalkyl; 
R 9 is chloro or trif luoromethyl ; and 
R 5 b and R 9B are hydrogen. 



. (Previously Amended) A compound or salt according 
to Claim yf of Formula D-1 : 




(Original) A compound or salt according to Claim 



3? 





3J- 
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R. 



N 



i r 

W 



N 




n^^Rqb 



N 



Formula D-l 

wherein: 

R 5 is selected from the group consisting of halogen, cyano, 
nitro, halo (Ci_ 6 ) alkyl , halo (Ci- 6 ) alkoxy , hydroxy, 
amino, Ci- 6 alkyl, C 2 -6alkenyl, C 2 _ 6 alkynyl, Ci_ 6 alkoxy, 
-NH(Ci_ 6 alkyl) , -N (Ci_ 6 alkyl) (Ci- 6 alkyl) , and C 3 - 8 
cycloalkyl ; 

R 9 is selected from the group consisting of halogen, cyano, 
nitro, halo (Ci- 6 ) alkyl, halo (Ci_ 6 ) alkoxy , hydroxy, 
amino, Ci- 6 alkyl, C 2 . 6 alkenyl, C 2 _ 6 alkynyl, Ci_ 6 alkoxy, 
and C 3 -8 cycloalkyl; and 

R 5 b and R 9B each represent from 0 to 2 substituents 
independently selected at each occurrence from 
hydrogen, halogen, cyano, nitro, halo (Ci- 2 ) alkyl , 
halo (Ci- 2 ) alkoxy, hydroxy, amino, Ci_ 3 alkyl, Ci_ 3 alkoxy, 
-NH(Ci. 3 alkyl) , and -N (d_ 6 alkyl ) (d- 6 alkyl) . 




3<? 



(Original) A compound or salt according to Claim 




wherein: 
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R 5 is C 3 _ 6 alkyl; C 3 . 6 alkoxy; halo (Ci. 3 ) alkyl , halo (Gl- 
ib) alkoxy, or C 3 - 8 cycloalkyl ; 
R 9 is chloro or trif luoromethyl ; and 
R 5B and R 9B are hydrogen. 




(Previously Amended) A compound or salt of 



Formula E-l I 




Formula E-l 



wherein: 

R 4 is hydrogen or methyl; 

R 5 and R 9 are independently selected from the group 
consisting of halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , 
halo (Ci_ 6 ) alkoxy, hydroxy, amino, Ci_ 6 alkyl , C 2 - 6 alkenyl , 
C 2 - 6 alkynyl, Ci_ 6 alkoxy, -NH (d- 6 alkyl) , -N (Ci_ 6 alkyl) (Ci- 
6 alkyl) , and C 3 . 8 cycloalkyl ; and 

R 5 b and R 9B each represent from 0 to 2 substituents 
independently selected at each occurrence from 
hydrogen, halogen, cyano, nitro, halo (Ci_ 2 ) alkyl , 
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halo (Ci- 2 ) alkoxy, hydroxy, amino, d- 3 alkyl, Ci- 3 alkoxy, 
-NH(Ci_ 3 alkyl) , and -N (d. 6 alkyl ) (d-galkyl) . 

4*7. (Original) A compound or salt according to Claim 
4/6, wherein: 

R 5 is C3-6 alkyl; C 3 . 6 alkoxy; halo (d-3) alkyl , halo(d- 

3 )alkoxy, or d-s cycloalkyl ; 
R 9 is chloro or trif luoromethyl ; and 
R 5 b and R 9B are hydrogen. 

^4. (Previously Amended) A compound of salt of 
Formula F-l ! 




Formula F-l 

wherein : 

R 4 is hydrogen or methyl; 

R 5 and R 9 are independently selected from the group 

consisting of halogen, cyano, nitro, halo (d-e) alkyl , 

halo (d-s) alkoxy, hydroxy, amino, Ci_ 6 alkyl, C 2 -6alkenyl, 

C 2 - 6 alkynyl, d- 6 alkoxy, -NH (d- 6 alkyl) , -N (d_ 6 alkyl) ( d- 

6 alkyl) , and d-s cycloalkyl; and 
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R 5 b and R 9B each represent from 0 to 2 substituents 
independently selected at each occurrence from 
hydrogen, halogen, cyano, nitro, halo (Ci_ 2 ) alkyl , 
halo (C!_ 2 ) alkoxy, hydroxy, amino, Ci. 3 alkyl, Ci_ 3 alkoxy, 
-NH(Ci. 3 alkyl) , and -N (d_ 6 alkyl) (Ci- 6 alkyl) . 



2 

4/9. (Original) A compound or salt according to Claim 
yl , wherein: 

R 5 is C 3 _ 6 alkyl; C 3 , 6 alkoxy; halo (Ci_ 3 ) alkyl , halo(Ci_ 

3 )alkoxy, or C 3 _ 8 cycloalkyl; 
R 9 is chloro or trif luoromethyl ; and 
R 5B and R 9B are hydrogen. 

. (Previously Amended) A compound of the Formula: 



R4 R 3 




or a pharmaceutical^ acceptable salt thereof, wherein: 
A is absent or is selected from the group consisting of 0, 
S, NR A , CRbRb' , NRaCRbRb', CR B Rb'NRa, -CR a =CR b -, and C 3 H 4 ; 
where R Af R B , and R B ' are independently selected at 
each occurrence from hydrogen and Ci_ 6 alkyl; 
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each R 3 and R 4 is independently 



(a) 



selected from the group consisting of hydrogen, 



halogen, cyano, nitro, halo (Ci- 6 ) alkyl , halo(Ci_ 
6 )alkoxy, hydroxy, amino, Chalky 1 substituted with 0-2 
Re/ C 2 _ 6 alkenyl substituted with 0-2 R 6 ; C 2 - 6 alkynyl 
substituted with 0-2 R 6 ; Cx-ealkoxy substituted with 0-2 
R 6/ -NH(Ci_ 6 alkyl) substituted with 0-2 R 6 , -N(Ci_ 
6 alkyl) (C!_ 6 alkyl) where each Ci_ 6 alkyl is independently 
substituted with 0-2 R 6/ -XR 7 , and Y; or 
(b) joined to a R 3 or R 4 not attached to the same 

carbon to form an aryl ring substituted with 0-3 R 6/ a 
saturated or partially unsaturated carbocyclic ring of 
from 5 to 8 members, which carbocyclic ring is 
substituted with 0-2 R 6/ or a saturated, partially 
unsaturated, or aromatic heterocyclic ring of from 5 
to 8 members, which heterocyclic ring is substituted 
with 0-2 R 6 and contains 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S; 
R 5 is selected from the group consisting of bromo, fluoro, 
iodo, halo (Ci_ 6 ) alkyl , halo (C 3 . 6 ) alkoxy, C 3 _ 6 alkyl 
substituted with 0-3 R 6/ C 2 . 6 alkenyl substituted with 0- 
3 R 6 , C 2 - 6 alkynyl substituted with 0-3 R 6 , C 3 _ 6 alkoxy, 
(C 3 . 8 cycloalkyl) d. 4 alkyl , -NH (Chalky! ) substituted 
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with 0-2 R 6/ -N(Ci_ 6 alkyl) (Ci- 6 alkyl) where each Ci- 6 alkyl 
is substituted with 0-2 R 6 , Y, -(C=0)Y, -(CH 2 )Y, and - 
(CH(CN))Y; 

R 9 is selected from the group consisting of halogen, cyano, 
-N(S0 2 d- 6 alkyl) (S0 2 Ci- 6 alkyl) , -S0 2 NH 2/ halo (Ci_ 6 ) alkyl , 

halo (Ci_ 6 ) alkoxy, Ci_ 6 alkyl substituted with 0-2 R 6/ C 2 _ 
6 alkenyl substituted with 0-2 R 6/ C 2 _ 6 alkynyl 
substituted with 0-2 R 6/ and Ci_ 6 alkoxy substituted with 
0-2 R 6 ; 

R 5B represents from 0 to 2 substituents independently 
selected at each occurrence from the group consisting 
of 

(a) halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , halo (Ci- 
ts) alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 
Re/ (C 3 _ 8 cycloalkyl) Ci_ 4 alkyl substituted with 0-2 R 6/ C 2 _ 
6 alkenyl substituted with 0-2 R 6/ C 2 - 6 alkynyl 
substituted with 0-2 R 6 , Cx-ealkoxy, -NH (Ci_ 6 alkyl ) 
substituted with 0-2 R 6 , -N (Ci- 6 alkyl) (Ci_ 6 alkyl) where 
each Ci. 6 alkyl is independently substituted with 0-2 R 6 , 
and Y; and 

(b) groups that are joined to R 5 to form a C 3 _ 8 cycloalkyl 
group or a saturated heterocyclic ring or partially 
unsaturated heterocycle, each of which is optionally 
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substituted by from 1 to 5 substituents independently 
chosen from cyano, halogen, hydroxy, Ci_ 4 alkyl, Ci_ 
4 alkoxy/ -NH (Ci- 4 alkyl) , -N (Ci_ 4 alkyl) (Ci- 4 alkyl) , 

halo (Ci_ 4 ) alkyl , and halo (Ci_ 4 ) alkoxy, wherein the 
saturated heterocyclic ring or partially unsaturated 
heterocycle contains from 4 to 8 ring atoms of which 
1, 2, or 3 are heteroatoms independently selected from 
N, 0, and S; 

R 9B represents from 0 to 2 substituents independently 
selected at each occurrence from halogen, cyano, 
hitro, halo (Ci- 6 ) alkyl, halo (Ci_ 6 ) alkoxy , hydroxy, 
amino, d- 6 alkyl substituted with 0-2 R 6 , (C 3 _ 
8 cycloalkyl) Chalky 1 substituted with 0-2 R 6 , C 2 _ 
6 alkenyl substituted with 0-2 R 6 , C 2 _ 6 alkynyl 
substituted with 0-2 R 6 , Cx-galkoxy substituted with 0-2 
R 6 , and Y; 

R 6 is independently selected at each occurrence from the 
group consisting of cyano, halogen, hydroxy, Ci_ 4 alkyl, 
Ci- 4 alkoxy, -S (0) n (Ci- 4 alkyl) , halo (Ci_ 4 ) alkyl , halo(Ci_ 
4 )alkoxy, CO (Ci. 4 alkyl ) , CONH (Ci_ 4 alkyl) , CON (Ci_ 4 alkyli) ( 
Ci_ 4 alkyl 2 ) where alkylx and alkyl 2 may be joined to 
form a saturated heterocyclic ring [heterocycle] of 
from 5 to 8 ring atoms and containing 1, 2, or 3 

56 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 




heteroatoms independently selected from N, 0, and S, - 
XR 7/ and Y; 

X is independently selected at each occurrence from the 
group consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH- , 
-NR 8 -, -C(=0) -C(=0)NH-, -C(=0)NR 8 -, -S(0) n NH-, 

-S(0) n NR 8 -, NHC(=0)-, -NR 8 C(=0)-, -NHS(0) n -, and 
-NR 8 S(0) n -; 

R 7 and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl 
groups, and (cycloalkyl) alkyl groups, said straight, 
branched, and cyclic alkyl groups, and 

(cycloalkyl) alkyl groups consisting of 1 to 8 carbon 
atoms, and containing zero or one or more double or 
triple bonds, each of which 1 to 8 carbon atoms may be 
further substituted with one or more substituent (s) 
independently selected from oxo, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, haloalkoxy, -0(d- 
4 alkyl) , NH(d- 4 alkyl) , -N (Ci_ 4 alkyl ) ( C 1 _ 4 alkyl) , 
-NHC(O) ( d- 4 alkyl) , -N (d- 4 alkyl ) C (0) ( d- 4 alkyl) , 
-NHS (0) n (d_ 4 alkyl ) , -S (0) n (d- 4 alkyl ) , -S (0) n NH (d- 

4 alkyl), -S (0) n N(d- 4 alkyl 3 ) ( d- 4 alkyl 4 ) where d- 4 alkyl 3 
and d_ 4 alkyl 4 are optionally joined to form a saturated 
heterocyclic ring [heterocycle] consisting of from 5 
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to 8 ring atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 
3- to 8-membered carbocyclic or heterocyclic groups 
which are saturated, unsaturated, or aromatic, which 
may be further substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, d_ 4 alkyl, Ci- 4 alkoxy, 
halo (Ci- 4 ) alkyl , halo (Ci_ 4 ) alkoxy, mono- or di (C^ 
4 ) alkylamino, and Ci- 4 alkylthio; wherein said 3- to 8- 
membered heterocyclic groups contain one or more 
heteroatom(s) independently selected from N, 0, and S; 
and 

n is independently chosen at each occurrence from 0, 1, and 
2 . 



2. (Original) A compound or salt according to Claim 




wherein: 



(Original) A compound or salt according to Claim 



A is 0 or NR A , wherein R A is hydrogen or methyl. 





wherein : 



A is O or NR A , wherein R A is hydrogen or methyl; and 
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R 3 and R 4 are independently chosen at each occurrence 
from the group consisting of hydrogen, halogen, cyano, 
nitro, halo (Ci_ 6 ) alkyl , halo (Ci_ 6 ) alkoxy, hydroxy, amino, Ci_ 
6 alkyl, C 2 - 6 alkenyl, C 2 - 6 alkynyl, Ci_ 6 alkoxy, -NH (Ci- 6 alkyl) , 
and -N(Ci_ 6 alkyl) (Chalky!) . 



s . (Original) A compound or salt according to Claim 

^6, wherein: 

A is 0 or NR A/ wherein R A is hydrogen or methyl; 
R 3 is hydrogen; and 

R 4 is independently chosen at each occurrence from the 
group consisting of hydrogen, halogen, cyano, nitro, 
halo (Ci_ 6 ) alkyl , halo (Cx_ 6 ) alkoxy , hydroxy, amino, Ci_ 6 alkyl, 
C 2 _ 6 alkenyl, C 2 - 6 alkynyl, Ci- 6 alkoxy, -NH (Ci_ 6 alkyl) , and -N(Ci_ 
6 alkyl) (d_ 6 alkyl) . 

(Original) A compound or salt according to Claim 
^6, wherein: 

A is 0 or NR A , wherein R A is hydrogen or methyl; 
R 3 is hydrogen; and 

R 4 is independently chosen at each occurrence from 
hydrogen and Ci_ 6 alkyl . 



59 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 



55. (Original) A compound or salt according to Claim 
^0, wherein: 

A is NR A , wherein R A is hydrogen or methyl; 
R 3 is hydrogen; and 

R 4 is independently chosen at each occurrence from 
hydrogen, halo (Ci_ 3 ) alkyl, and d- 6 alkyl . 

^4. (Original) A compound or salt according to Claim 
^6, wherein: 

A is NR A/ wherein R A is hydrogen or methyl; 
R 3 is hydrogen; and 

R 4 is independently chosen at each occurrence from 
hydrogen and Ci_ 4 alkyl . 

B7. (Original) A compound or salt according to Claim 

iri 

5/0 of the Formula : 



R 5B 




v / ^ \ — N^. N 




wherein: 

R 4 is independently chosen at each occurrence from 
hydrogen and Ci_ 4 alkyl . 
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%Q . (Original) A compound or salt according to Claim 
^1 of the formula: 




wherein 

R 5B and R 9B are independently chosen from hydrogen, halogen, 
cyano, nitro, halo (Ci_ 2 ) alkyl , halo (Ci_ 2 ) alkoxy , amino, 
Ci_ 4 alkyl / and Ci_ 2 alkoxy; and 

Rio is independently chosen at each occurrence from 
hydrogen, halogen, and Ci_ 4 alkyl. 

t 

?9 . (Previously Amended) A compound or salt 

according to Claim 5^ wherein: 

R 9 is selected from the group consisting of halogen, cyano, 
-N(S0 2 CH 3 ) 2 , -S0 2 NH 2 , halo (Ci- 3 ) alkyl, and d- 3 alkoxy. 

• % 

60. (Original) A compound or salt according to Claim 

? > 

yl , wherein: 
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R 5 b and R 9B are independently chosen from hydrogen, halogen, 
cyano, nitro, halo (Ci- 2 ) alkyl , halo (Ci_ 2 ) alkoxy, amino, 
Ci_ 4 alkyl, and Ci_ 2 alkoxy. 

(Original) A compound or salt according to Claim 
^7, wherein: 

R 5B represents 0 or 1 substituents chosen from halogen, 

cyano, nitro, halo (Ci_ 2 ) alkyl , halo (Ci_ 2 ) alkoxy, amino, 

Ci_ 4 alkyl, and Ci_ 2 alkoxy; and 
R 9B represents 0 or 1 substituents chosen from halogen, 

cyano, nitro, halo (Ci_ 2 ) alkyl , and Ci_ 2 alkyl, and Ci_ 

2 alkoxy . 

pr4. (Previously Amended) A compound or salt according 

to Claim , wherein: 

R 9 is selected from the group consisting of halogen, cyano, 

-N(S0 2 CH 3 ) 2 , -S0 2 NH 2 , halo (d_ 3 ) alkyl, and d^alkoxy; 
R 5B represents 0 or 1 substituents chosen from halogen, 

cyano, nitro, halo (Ci_ 2 ) alkyl , halo (Ci- 2 ) alkoxy, amino, 

Cx^alkyl, and Ci_ 2 alkoxy; and 
R 9B represents 0 or 1 substituents chosen from halogen, 

cyano, nitro, halo (C^) alkyl , [and] d- 2 alkyl, and C x . 

2 alkoxy . 
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S3. (Previously Amended) A compound or salt according 
to Claim 5*7 , wherein: 

R 5 is selected from the group consisting of bromo, fluoro, 
iodo, halo (Ci_ 6 ) alkyl , halo (C 3 _ 6 ) alkoxy , C 3 _ 6 alkyl 
substituted with 0-3 R 6/ C 2 _ 6 alkenyl substituted with 0- 
3 R 6/ Y, -(C=0)Y, -(CH 2 )Y, and -(CH(CN))Y; 

R 9 is selected from the group consisting of halogen, cyano, 
-N(S0 2 CH 3 ) 2 , -S0 2 NH 2/ halo (Ci- 2 ) alkyl, Ci_ 3 alkoxy; 

R 5B represents 0 or 1 substituents chosen from halogen, 
cyano, nitro, halo (Ci_ 2 ) alkyl , halo (Ci_ 2 ) alkoxy , amino, 
C 1 . 4 alkyl, and Ci_ 2 alkoxy; and 

R 9B represents 0 or 1 substituents chosen from halogen, 
cyano, nitro, halo (Ci- 2 ) alkyl , Ci_ 2 alkyl, and Ci_ 2 alkoxy. 



64. (Original) A compound or salt according to Claim 
63 , wherein: 

R 6 is independently selected at each occurrence from the 
group consisting of cyano, halogen, hydroxy, Ci_ 4 alkyl, 
d- 4 alkoxy, -NH (Ci_ 4 alkyl ) , and -N (Ci_ 4 alkyl ) ( Ci_ 4 alkyl) 
and Y; and 

Y is independently selected at each occurrence from C 3 _ 8 
cycloalkyl , piperidinyl , piperazinyl , 
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tetrahydropyranyl , dihydropyranyl , morpholinyl , 

thiomorpholinyl , phenyl, pyridyl, pyrazinyl, 

pyrimidinyl, thiazolyl, thienyl, and imidazolyl, each 
of which may be further substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, Ci_ 4 alkyl, Ci_ 4 alkoxy, 
halo (Ci_ 4 ) alkyl , halo (C1-4) alkoxy , mono- or di (Ci_ 

4 ) alkylamino, and Ci_ 4 alkylthio . 

65 . (Original) A compound or salt according to Claim 

% 

^3, wherein: 

R 9 is cyano, trif luoromethyl , chloro, or iodo; and 
R 9 b is hydrogen. 

66. (Original) A compound according to Claim ^6, which 
is 

N- (4-tert-butylphenyl) -4- (3 -chloropyridin-2 -yl ) piperazine- 
1-carboxamide, or a pharmaceutically acceptable salt 
thereof . 



(Original) A compound according to Claim 5<f, which 



is (2R) -4- (3-chloropyridin-2-yl) -N- (4 -cyclohexylphenyl ) -2- 
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methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 



&8 . (Original) A compound according to Claim pa, 
which is (2R) -4- (3-chloropyridin-2-yl) -2-methyl-N- [4- 

(trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

y9 . (Original) A compound according to Claim ^6, 
which is (2R) -N- (4 - tert-butylphenyl ) -4- (3-chloropyridin-2 - 
yl) -2 -methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

/ /0. (Original) A compound according to Claim , 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -N- (4- 

isopropylphenyl) -2 -methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

/f\. (Original) A compound according to Claim ^6, 
which is (2S) -4- (3-chloropyridin-2-yl) -N- (4- 

t r i f luorome thylphenyl ) - 2 -methylpiperaz ine - 1 - carboxamide , or 
a pharmaceutically acceptable salt thereof. 
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7*2. (Original) A compound according to Claim 
which is (2S) -N- (4-tert-butylphenyl) -4- (3-chloropyridin-2- 
yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

^3 . (Original) A compound according to Claim t/ Bt), 
which is (2S) -4- (3-chloropyridin-2-yl) -N- (4- 

isopropylphenyl) -2-methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 



^6 

/T4 . (Original) A compound according to Claim ><C 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -2 -methyl -N- (4- 

piperidin-l-ylphenyl) piperazine-l-carboxamide, or a 

pharmaceutically acceptable salt thereof. 

75. (Original) A compound according to Claim >ef, 
which is (2R) -4- (3-chloropyridin-2-yl) -N- [2-f luoro-4- 

(trif luoromethyl) phenyl] -2-methylpiperazine-l-carboxamide, 
or a pharmaceutically acceptable salt thereof. 

Jr<E> . (Original) A compound according to Claim ^ , 
which is (2R) -2-methyl-N- [4- (trif luoromethyl ) phenyl] -4- [3- 
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(trif luoromethyl) pyridin-2 -yl] piperazine-l-carboxamide , or 
a pharmaceutical ly acceptable salt thereof. 

if ^ 

/ 77. (Original) A compound according to Claim ^6, 
which is (2R) -N- (4-tert-butylphenyl) -2 -methyl -4- [3- 

(trif luoromethyl) pyridin-2 -yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 

^8. (Original) A compound according to Claim ^6, 
which is (2R) -N- (4 - isopropylphenyl ) -2 -methyl -4- [3- 

(trif luoromethyl) pyridin-2 -yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 

j4 * (Original) A compound according to Claim ^6 , 
which is 4- (3 -chloropyridin-2 -yl) -2 , 6 -dimethyl -N- [4- 

(trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 



jJO. (Original) A compound according to Claim ^tf, 
which is N- (4-tert-butylphenyl) -4- (3 -chloropyridin-2 -yl ) - 
2 , 6-dimethylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 
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aa . (Original) A compound according to Claim pQ, ^ 
which is 4- (3-chloropyridin-2-yl) -N- (4-isopropylphenyl) - 
2 , 6-dimethylpiperazine-l-carboxamide, or a pharmaceutical ly 
acceptable salt thereof. 

f2. (Original) A compound according to Claim p6 , 
which is (2R) -N- (4 -cyclohexylphenyl ) -2 -methyl -4- [3- 

(trif luoromethyl) pyridin-2 -yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 

^3. (Original) A compound according to Claim ^0, 
which is 4- (3-chloropyridin-2-yl) -N- (4 -cyclohexylphenyl) - 
2 , 6-dimethylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 



/ 5*" 

^4. (Original) A compound according to Claim ?6 , 
which is (2R) -4- (3-chloropyridin-2-yl) -N- (4- 

cyclopentylphenyl) -2 -methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim ^6, 
which is (2R) -N- (4-cyclopentylphenyl ) -2-methyl-4- [3- 
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(trif luoromethyl) pyridin-2-yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 



86. (Cancelled) 



87. (Cancelled) 



%\ its 

(Original) A compound according to Claim ^6 , 
which is (2R) -N- (4-tert-butylphenyl) -4- (3-methoxypyridin-2- 
yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

$9 . (Original) A compound according to Claim ?6 , 
which is (2R) -4- (3 -methoxypyridin-2 -yl) -2 -methyl -N- [4- 
( trif luoromethyl ) phenyl ] piperazine - 1 - carboxamide , or a 
pharmaceutically acceptable salt thereof. 



90. (Original) A compound according to Claim ^6, 
which is (2R) -N- (4 -cyclohexylphenyl ) -4- (3 -methoxypyridin-2 - 
yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof . 
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(Original) A compound according to Claim ^6^-^ 
which is (2R) -4- (3-chloropyridin-2-yl) -N- [4- (3, 6-dihydro- 
2H-pyran- 4 -yl) phenyl] -2 -methylpiperazine-l-carboxamide , or 
a pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim p6 , 
which is (2R) -4- ( 3 -chloropyridin-2 -yl ) -2-methyl-N- (4- 

tetrahydro-2H-pyran-4-ylphenyl) piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 



ft. (Original) A compound according to Claim ^0 , 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -N- [4- (4- 

hydroxytetrahydro-2H-pyran-4-yl) phenyl] -2 -methylpiperazine- 
l-carboxamide, or a pharmaceutically acceptable salt 
thereof . 

<f fjS 

y*L. (Original) A compound according to Claim 20, 
which is (2R) -N- [4- (4 -hydroxytetrahydro-2H-pyran-4 - 

yl) phenyl] -2 -methyl -4- [3- (trif luoromethyl)pyridin-2- 
yl] piperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 
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4 y*S 

96. (Original) A compound according to Claim J50 , 
which is (2R) -4- (3-chloropyridin-2-yl) -2 -methyl -N- [4- (2- 
methyl - 1 , 3 - thiazol -4 -yl ) phenyl ] piperazine- 1 -carboxamide , or 
a pharmaceutical^ acceptable salt thereof. 

^6. (Original) A compound according to Claim ^6, 
which is * (2R) -4- (3-chloropyridin-2-yl) -N- [4- (2 -ethyl -1, 3- 
thiazol-4-yl) phenyl] -2 -methylpiperazine- 1 -carboxamide, or a 
pharmaceutical^ acceptable salt thereof. 

Jrl . (Original) A compound according to Claim , 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -N- [4- (2 -methoxy-1 , 1- 
dimethylethyl ) phenyl ] - 2 -methylpiperazine - 1 -carboxamide , or 
a pharmaceutical^ acceptable salt thereof. 

^8. (Original) A compound according to Claim p§ , 
which is (2R) -N- [4- (2 -methoxy-1 , 1 -dimethylethyl ) phenyl] -2- 
methyl-4- [3- (trif luoromethyl ) pyridin-2 -yl] piperazine- 1- 
carboxamide, or a pharmaceutical^ acceptable salt thereof. 

Jft . (Original) A compound according to Claim 
which is (2R) -4- (3-chloropyridin-2-yl) -N- [4- (1-cyano-l- 
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methylethyl) phenyl] -2-methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

1QV. (Original) A compound according to Claim SO, 
which is (2R) -N- [4- (1-cyano-l -methylethyl) phenyl] -2 -methyl - 
4- [3- (trif luoromethyl) pyridin-2 -yl] piperazine-1- 

carboxamide, or a pharmaceutically acceptable salt thereof. 

Ijol. (Original) A compound according to Claim j£o , 
which is N- (4-tert-butylphenyl) -4- (3 -chloropyridin-2 -yl) -2- 
ethylpiperazine- 1 -carboxamide , or a pharmaceutically 
acceptable salt thereof. 

L02 . (Original) A compound according to Claim ^6, 
which is 4- (3 -chloropyridin-2 -yl ) -2-ethyl-N- [4- 

( trif luoromethyl) phenyl] piperazine-1 -carboxamide, or a 
pharmaceutically acceptable salt thereof. 

yfi . (Original) A compound according to Claim ^6, 
which is 4- (3 -chloropyridin-2 -yl ) -2-ethyl-N- (4- 

isopropylphenyl) piperazine-1 -carboxamide, or a 

pharmaceutically acceptable salt thereof. 
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1>04. (Original) A compound . according to Claim ^0, 
which is N- (4 -tert-butylphenyl) -2-ethyl-4- [3- 

( tri f luoromethyl ) pyridin- 2 -yl ] piperazine - 1 - carboxamide , or 
a pharmaceutically acceptable salt thereof. 



7 ^ 

1/55. (Original) A compound according to Claim / S / D / 
which is 2 -ethyl -N- [4- (trif luoromethyl ) phenyl] -4- [3- 

(trif luoromethyl ) pyridin- 2 -yl] piperazine- 1 -carboxamide, or 
a pharmaceutically acceptable salt thereof. 

l/o6. (Original) A compound according to Claim , 
which is 2 -ethyl -N- (4 -isopropylphenyl) -4- [3- 

( trif luoromethyl) pyridin- 2 -yl] piperazine -1 -carboxamide, or 
a pharmaceutically acceptable salt thereof. 

( s & 

107. (Original) A compound according to Claim J&0 , 
which is 2-tert-butyl-N- (4 -tert-butylphenyl) -4- (3- 

chloropyridin-2-yl) piperazine-l-carboxamide, or a 

pharmaceutically acceptable salt thereof. 

1QT8. (Original) A compound according to Claim ^6 , 
which is 2-tert-butyl-N- [4- (trif luoromethyl ) phenyl] -4- [3- 
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(trif luoromethyl) pyridin-2 -yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 

t°* kg 

(Original) A compound according to Claim 
which is N- (4 - tert-butylphenyl ) -4- (3-chloropyridin-2-yl) -2- 
isopropylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

jyC§ . (Original) A compound according to Claim / ^B1D, 
which is N- (4 -tert-butylphenyl) -2-isopropyl-4- [3- 

( trif luoromethyl ) pyridin-2 -yl ] piperazine - 1 - carboxamide , or 
a pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim ^&0, 
which is 2-isopropyl-N- [4- (trif luoromethyl) phenyl] -4- [3- 
( tri f luoromethyl ) pyridin-2 -yl ] piperaz ine - 1 - carboxamide , or 
a pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim ^Stf, 
which is 2-isopropyl-N- (4 -isopropylphenyl ) -4- [3- 

(trif luoromethyl) pyridin-2 -yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 
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1^3. (Original) A compound according to Claim y^,^^) 
which is (2R) -4- (3-f luoropyridin-2-yl) -2 -methyl -N- [4- 

(trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

l< 9 its 

L3:4. (Original) A compound according to Claim ^0, 
which is (2R) -N- (4-tert-butylphenyl) -4- (3-f luoropyridin-2 - 
yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

JtfCs. (Original) A compound according to Claim / 8tT, 
which is (2R) -4- (3-f luoropyridin-2 -yl ) -N- (4- 

isopropylphenyl) -2-methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 
|01 



y&. (Original) A compound according to Claim ^ t 
which is (2R) -N- (4-cyclohexylphenyl) -4- (3 -f luoropyridin-2 - 
yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

IIP .itC 

^>17. (Original) A compound according to Claim y^O f 
which is (2R) -N- (4 -cyclopentylphenyl ) -4- (3 -f luoropyridin-2 - 
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yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutical ly 
acceptable salt thereof. 

\\1r 

y& . (Original) A compound according to Claim ^6 , 
which is (2R) -N- (4-tert-butylphenyl) -4- (3 -cyanopyridin-2 - 
yl) -2 -methylpiperazine-1 -carboxamide, or a pharmaceutically 
acceptable salt thereof. 

1^/9. (Original) A compound according to Claim J&6 , 
which is (2R) -4- (3 -cyanopyridin-2 -yl) -2-methyl-N- [4- 

( t r i f luoromethyl ) phenyl ] piperaz ine - 1 - carboxamide , or a 
pharmaceutically acceptable salt thereof. 

ip<). (Original) A compound according to Claim J5<f, 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -N-{4- 

[cyano (phenyl) methyl] phenyl} -2-methylpiperazine-l- 

carboxamide, or a pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim ^f6 , 
which is (2R) -4- (3-chloropyridin-2-yl) -2-methyl-N- [3- 

methyl - 4 - ( trif luoromethyl ) phenyl ] piperazine - 1 - carboxamide , 
or a pharmaceutically acceptable salt thereof. 
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(Original) A compound according to Claim J&6 ^ 
which is (2R) -4- (3-f luoropyridin-2 -yl ) -2 -methyl -N- [3- 

methyl - 4 - ( t ri f luoromethyl ) phenyl ] piperazine- 1 - carboxamide , 
or a pharmaceutically acceptable salt thereof. 



"5 

y&3. (Original) A compound according to Claim ^6 1 
which is (2R) -4- {3- [bis (methyl sulfonyl) amino] pyridin-2 -yl } - 
N- (4-tert-butylphenyl) -2 -methylpiperazine-1 -carboxamide, or 
a pharmaceutically acceptable salt thereof. 

if *f 

L2 4 . (Original) A compound according to Claim ptf , 
which is (2R) -2 -methyl -N- [3 -methyl -4- 

(trif luoromethyl) phenyl] -4- [3- (trif luoromethyl ) pyridin-2 - 
yl] piperazine- 1- carboxamide, or a pharmaceutically 
acceptable salt thereof. 

1?S. (Original) A compound according to Claim 
which is (2R) -4- (3-chloropyridin-2-yl) -2-methyl-N- {4- [1- 
( trif luoromethyl ) vinyl ] phenyl } piperazine - 1 - carboxamide , or 
a pharmaceutically acceptable salt thereof. 



12B. (Original) A compound according to Claim ^ , 
which is (2R) -2-methyl-4- [3- (trif luoromethyl) pyridin-2-yl] - 
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N-{4- [1- (trif luoromethyl) vinyl] phenyl }piperazine- 1- 

carboxamide, or a pharmaceutically acceptable salt thereof. 

. (Original) A compound according to Claim ^6, 
which is (2R) -4- (3-f luoropyridin-2-yl) -2 -methyl -N- {4- li- 
ft ri f luoromethyl ) vinyl ] phenyl } piperazine - 1 - carboxamide , or 
a pharmaceutically acceptable salt thereof. 

yz§ . (Original) A compound according to Claim ^6 , 
which is (2R) -N- (4-sec-butylphenyl) -4- (3 -f luoropyridin-2- 
yl) -2-methylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

123. (Original) A compound according to Claim ^6, 
which is (2R) -2 -methyl -N- [4- (2 , 2 , 2 -trif luoro-1- 

methylethyl) phenyl] -4- [3- (trif luoromethyl) pyridin-2- 
yl]piperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

¥50. (Original) A compound according to Claim , 
which is (2R) -4- (3 - f luoropyridin-2 -yl ) -2-methyl-N- [4- 

(2 , 2 , 2 -trif luoro-1 -methylethyl ) phenyl] piperazine- 1- 
carboxamide, or a pharmaceutically acceptable salt thereof. 
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. (Original) A compound according to Claim ^0, ^ 
which is (2R) -4- (3-chloro-5-nitropyridin-2-yl) -2-methyl-N- 
[4- (trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

. (Original) A compound according to Claim ^6 , 
which is (2R) -4- (5-amino-3-chloropyridin-2-yl) -2 -methyl -N- 
[4- (trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

. (Original) A compound according to Claim S& , 
which is (2R) -4- (3-f luoropyridin-2-yl) -N- [3-fluoro-4- 

( tri f luoromethyl ) phenyl ] - 2 -me thylpiperaz ine - 1 - carboxamide , 
or a pharmaceutically acceptable salt thereof. 

y%A. (Original) A compound according to Claim ^j, 
which is (2R) -N- [3-fluoro-4- (trif luoromethyl ) phenyl] -2- 
methyl-4- [3- (trif luoromethyl ) pyridin-2 -yl] piperazine-l- 

carboxamide, or a pharmaceutically acceptable salt thereof. 

J¥& . (Original) A compound according to Claim ^ t 
which is (2R) -4- (3-chloropyridin-2-yl) -2 -methyl -N- [4- 
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(2,2, 2-trif luoro-l-methylethyl) phenyl] piperazine-1- 
carboxamide, or a pharmaceutically acceptable salt thereof- 

J}2rG. (Original) A compound according to Claim pv, 
which is (2R) -4- (3 -chloropyridin-2 -yl) -2 -methyl -N- (2,2,4,4- 
tetraf luoro-4H-l , 3 -benzodioxin-6-yl) piperazine-1- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

^31. (Original) A compound according to Claim ^6, 
which is (2R) -4- (3-f luoropyridin-2 -yl ) -2 -methyl -N- (2,2,4,4- 
tetraf luoro-4H-l , 3-benzodioxin-6-yl)piperazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

( Ur£ 

(Original) A compound according to Claim ^6, 
which is (2R) -2 -methyl -N- (2 , 2 , 4 , 4 - tetraf luoro-4H- 1 , 3 - 

benzodioxin-6-yl) -4- [3- (trif luoromethyl) pyridin-2- 
yl] piperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

(Original) A compound according to Claim ^0 1 
which is (2R) -4- [3- (aminosulf onyl ) pyridin-2 -yl] -N- (4-tert- 
butylphenyl) -2 -methylpiperazine-l-carboxamide, or a 

pharmaceutically acceptable salt thereof. 
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. (Original) A compound according to Claim S'U, 
which is (2R) -N- (4 -benzoylphenyl ) -4- (3-chloropyridin-2-yl) - 
2 -methylpiperazine- 1 -carboxamide , or a pharmaceut ically 
acceptable salt thereof. 

yfl. (Original) A compound according to Claim ^6, 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -N- (4 - iodophenyl ) -2- 
methylpiperazine - 1 - carboxamide , or a pharmaceut ically 
acceptable salt thereof . 

1^2. (Original) A compound according to Claim 
which is (2R) -4- (3-chloropyridin-2-yl) -2-methyl-N- {4- 

[2,2,2-trifluoro-l, 1- 

bis (trifluoromethyl) ethyl] phenyl }piperazine-l-carboxamide, 
or a pharmaceut ically acceptable salt thereof. 

. (Original) A compound according to Claim 5<0, 
which is (2R) -2-methyl-N- {4- [2 , 2 , 2 - trif luoro- 1 , 1 - 

bis (trifluoromethyl) ethyl] phenyl} -4- [3- 

(trif luoromethyl ) pyridin-2 -yl ] piperazine- 1 -carboxamide , or 
a pharmaceut ically acceptable salt thereof. 
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I* K 

L/£4 . (Original) A compound according to Claim 50, 
which is (2R) -N- (4-butylphenyl) -4- (3-chloropyridin-2-yl) -2- 
methylpiperazine-l-carboxamide, or a pharmaceutical ly 
acceptable salt thereof. 

^45. (Original) A compound according' to Claim JUS, 
which is 2- (f luoromethyl) -N- [4- (trif luoromethyl) phenyl] -4- 
[3- (trif luoromethyl) pyridin- 2 -yl] piperazine-l-carboxamide, 
or a pharmaceutical^ acceptable salt thereof. 

\31 

ytf6 . (Original) A compound according to Claim ^gt), 
which is (2R) -N- [4-bromo-3- (trif luoromethyl) phenyl] -4- (3- 
chloropyridin-2-yl) -2 -methylpiperazine- 1 -carboxamide , or a 
pharmaceutical^ acceptable salt thereof. 

yn . (Original) A compound according to Claim ^6, 
which is (2R) -N- [4-bromo-3- (trif luoromethyl) phenyl] -2- 
methyl-4- [3- (trif luoromethyl ) pyridin-2 -yl] piperazine-1- 

carboxamide, or a pharmaceutically acceptable salt thereof. 

J^Q. (Original) A compound according to Claim ^6 , 
which is (2R) -4- (3 -chloropyridin-2 -yl) -N- [4-fluoro-3- 
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(trif luoromethyl) phenyl] -2-methylpiperazine-l-carboxamide, 
or a pharmaceutically acceptable salt thereof. 

lfi9 . (Original) A compound according to Claim 
which is (2R) -N- [4-fluoro-3- (trif luoromethyl ) phenyl] -2- 
methyl-4- [3- (trif luoromethyl ) pyridin-2 -yl] piperazine-1- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

ysO. (Original) A compound according to Claim ^0, 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -2 -methyl -N- {4- 

[1, 2, 2, 2-tetraf luoro-1- (trif luoromethyl ) ethyl] 
phenyl }piperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. 

ySl. (Original) A compound according to Claim 
which is (2R) -2 -methyl -N- {4- [1, 2 , 2 , 2-tetraf luoro-1 - 

(trif luoromethyl) ethyl] phenyl } -4 - [3- 

(trif luoromethyl) pyridin-2 -yl]piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 



Yl. (Original) A compound according to Claim y6 , 
which is (2R) -N- (4 - tert -butylphenyl ) -4- (3 -chloropyrazin-2 - 
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yl) -2 -methylpiperazine-1 -carboxamide, or a pharmaceutically 
acceptable salt thereof. 

1^3. (Original) A compound according to Claim Jlrf), 
which is (2R) -4- (3 -chloropyrazin-2 -yl )-N- (4- 

isopropylphenyl) -2-methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

(Original) A compound according to Claim ^6, 
which is (2R) -4- (3-chloropyrazin-2-yl) -2-methyl-N- [4- 

( t rif luoromethyl ) phenyl ] piperazine - 1 - carboxamide , or a 
pharmaceutically acceptable salt thereof. 



ySS . (Original) A compound according to Claim ^6, 
which is (2R) -4- (3-chloropyrazin-2-yl) -2-methyl-N- {4- 

[1,2,2,2 - tetraf luoro- 1 - ( trif luoromethyl ) ethyl ] phenyl } 

piperazine- 1- carboxamide, or a pharmaceutically acceptable 
salt thereof. 

J^6. (Original) A compound according to Claim yf t 
which is (2R) -4- (3 -chloropyrazin-2 -yl ) -2 -methyl -N- { 4 - 

cyclopentyl -phenyl } piperazine - 1 -carboxamide , or a 
pharmaceutically acceptable salt thereof. 
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(Original) A compound according to Claim 
which is (2R) -4- (3 -chloropyrazin-2 -yl ) -2 -methyl -N- {4- 

cyc lohexyl- phenyl } piperazine-l-carboxamide,. or a 

pharmaceutically acceptable salt thereof. 

L^8 . (Original) A compound according to Claim ft^ f 
which is 4- (3-chloropyridin-2-yl) -N- [5- 

(trif luoromethyl) pyridin-2 -yl] piperazine- 1 -carboxamide , or 
a pharmaceutically acceptable salt thereof- 

y& . (Original) A compound according to Claim t 
which is (2R) -4- (3 -chloropyridin-2 -yl) -2-methyl-N- [5- 

(trif luoromethyl.) pyridin-2 -yl] piperazine- 1 -carboxamide, ■ or 
a pharmaceutically acceptable salt thereof. 

L&O. (Original) A compound according to Claim 4*2, 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -2-methyl-N- [6- 

(trif luoromethyl) pyridin- 3 -yl] piperazine- 1 -carboxamide , or 
a pharmaceutically acceptable salt thereof. 
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or a pharmaceutically acceptable salt thereof, wherein: 

A is absent or is selected from the group consisting of 0, 
S, NR A/ CR B R B '/ NR a CR b R b ', CR b R b 'NR a , -CR a =CR b -, and C 3 H 4 ; 
where R A/ R B/ and R B ' are independently selected at 
each occurrence from hydrogen [or] and Ci_ 6 alkyl; 

R 3 and R 4 are. independently chosen at each occurrence from 
the group consisting of hydrogen, halogen, cyano, 
nitro, halo (C x . 6 ) alkyl , halo (Ci- 6 ) alkoxy, hydroxy, 
amino , Ci_ 6 alkyl , C 2 - 6 alkenyl , C 2 - 6 alkynyl , Ci_ 6 alkoxy , 
-NH(Cx_ 6 alkyl) , and -N (d_ 6 alkyl ) (Ci_ 6 alkyl ) ; 

R 5 is selected from the group consisting of halogen, halo(Ci_ 
6 ) alkyl, C 3 - 6 alkyl substituted with 0-3 R 6 , C 2 . 6 alkenyl 
substituted with 0-3 R 6/ (C 3 _ 8 cycloalkyl) Chalky 1 
substituted with 0-3 R 6 , and Y; 

R 5 b and R 9B each represent from 0 to 2 substituents and are 
independently chosen from halogen, cyano, nitro, 
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halo (Ci- 2 ) alkyl , halo (C^) alkoxy , amino, Ci_ 4 alkyl / and 
Ci- 2 alkoxy; 

R 6 is independently selected at each occurrence from the 
group consisting of cyano, halogen, hydroxy, C 1 _ 4 alkyl, 
Ci_ 4 alkoxy, -NH (d- 4 alkyl) , -N (Ci- 4 alkyl ) (Ci_ 4 alkyl ) and Y; 

Y is independently selected at each occurrence from C 3 _ 8 
cycloalkyl , piperidinyl , piperazinyl , 

tetrahydropyranyl , dihydropyranyl , morpholinyl , 

thiomorpholinyl , phenyl, pyridyl, pyrazinyl, 

pyrimidinyl, thiazolyl, thienyl, and imidazolyl, each 
of which may be further substituted with one or more 
substituents independently selected from halogen, oxo, 
hydroxy, amino, nitro, cyano, Ci_ 4 alkyl, Ci_ 4 alkoxy, 
halo (C1-4) alkyl, halo (Ci_ 4 ) alkoxy , mono- or di (Ci- 

4 ) alkylamino, and Ci- 4 alkylthio . 




(Original) A compound or salt according to Claim 




of the Formula: 




R9B 



wherein 
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R 4 is independently selected at each occurrence from 
hydrogen and d- 4 alkyl. 



1.&2, wherein: 

R 5 is selected from the group consisting of halo (Ci_ 6 ) alkyl , 
C 3 _ 6 alkyl, (C 3 _ 8 cycloalkyl) Ci_ 4 alkyl , and Y; 

R 5B and R 9B each represent from 0 to 1 substituents and are 
independently chosen from halogen, cyano, nitro, 
halo (Ci- 2 ) alkyl , halo (Ci_ 2 ) alkoxy , amino, C^alkyl, and 
Ci_ 2 alkoxy; 

Y is selected from C 3 - 8 cycloalkyl, piperidinyl, 
piperazinyl , tetrahydropyranyl , dihydropyranyl , 

morpholinyl, thiomorpholinyl , phenyl, pyridyl, 
pyrazinyl , pyrimidinyl , thiazolyl , thienyl , and 
imidazolyl . 




(Original) A compound or salt according to Claim 




which 



is (2R) -4-isoquinolin-l-yl-2-methyl-N- [4- 



(trif luoromethyl) phenyl] piperazine-l-carboxamide, 



or * 



a 



pharmaceutical^ acceptable salt thereof. 
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1J6S . (Original) A compound according to Claim 
which is (2R) -N- (4 - tert-butylphenyl) -4-isoquinolin-l-yl-2- 
methylpiperazine-l-carboxamide , or a pharmaceutical ly 
acceptable salt thereof. 

lp<4. (Original) A compound according to Claim >6lT / 
which is (2R) -N- (4 - isopropylphenyl ) -4-isoquinolin-l-yl-2- 
met hylpiperaz ine - 1 - carboxamide , or a pharmaceut ical ly 
acceptable salt thereof . 

1£7. (Original) A compound according to Claim iJ&T, 
which is (2R) -N- (4 -cyclopentylphenyl ) -4-isoquinolin-l-yl-2- 
methylpiperazine-1 -carboxamide, or a pharmaceut ical ly 
acceptable salt thereof. 

at- i& 

(Original) A compound according to Claim 
which is (2R) -N- (4 -cyclohexylphenyl ) -4-isoquinolin-l-yl-2- 
methylpiperazine - 1 - carboxamide , or a pharmaceut ical ly 
acceptable salt thereof. 



89 

McDonnell Boehnen Hulbert & Berghoff 
300 S. Wacker Drive 
Chicago, IL 60606 
(312)913-0001 




or a pharmaceutically acceptable salt thereof, wherein: 

A is absent or is selected from the group consisting of 0, 
S, NR A , CR B R B ' , NR a CR b Rb' , CR B R B 'NR A , -CR a =CR b - / and C 3 H 4 ; 
where R A/ R B/ and R B ' are independently selected at 
each occurrence from hydrogen and Ci_ 6 alkyl; 

R 3 and R 4 are independently chosen at each occurrence from 
the group consisting of hydrogen, halogen, cyano, 
nitro, halo (Ci_ 6 ) alkyl , halo (Ci_ 6 ) alkoxy , hydroxy, 
amino, Ci_ 6 alkyl, C 2 - 6 alkenyl, C 2 _ 6 alkynyl, d- 6 alkoxy, 
-NHtd-ealkyl) , and -N (Ci_ 6 alkyl ) (Ci_ 6 alkyl) ; 

Rsb/ R5C/ and R 9B each represent from 0 to 2 substituents and 
are independently chosen from halogen, cyano, nitro, 
halo (C1-2) alkyl , halo (Ci_ 2 ) alkoxy , amino, Ci_ 4 alkyl, and 
Ci- 2 alkoxy; and 

R 9 is selected from the group consisting of halogen, cyano, 

-N (S0 2 CH 3 ) 2 1 -S0 2 NH 2/ halo (C1-3) alkyl , Ci- 3 alkoxy, 

_NH(Ci- 3 alkyl) , and -N (d^alkyl) (Ci_ 3 alkyl) . 
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LTD. (Original) A compound or salt according to Claim 
1&4 of the Formula: 
, R 5C 




Z020 



wherein 

R 4 is independently selected at each occurrence from 
hydrogen and Chalky 1 . 

(Original) A compound or salt according to Claim 

A ^ 

^3rT0 , wherein: 

R 9 is selected from the group consisting of halogen and 
halo (Ci- 2 ) alkyl ; and 

R 5B and R 9B each represent from 0 to 1 substituents and are 
independently chosen from halogen, cyano, nitro, 
halo (Ci_ 2 ) alkyl, halo (Ci_ 2 ) alkoxy , amino, d- 4 alkyl, and 

Ci_ 2 alkoxy . 

YTJL- (Original) A compound according to Claim J-£^, 
which is (2R) -4- (3-chloropyridin-2-yl) -N- (9H-f luoren-2-yl) - 
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2 -met hylpiperazine - 1 - carboxamide , or a pharmaceut ical ly 
acceptable salt thereof. 

\/H> . (Original) A compound according to Claim 
which is (2R) -N- (9H-f luoren-2 -yl ) -2-methyl-4- [3- 

( t ri f luoromethyl ) pyridin-2 -yl ] piperazine - 1 -carboxamide , or 
a pharmaceutically acceptable salt thereof. 



174. (Original) A compound according to Claim ,^r&, 
which is (2R) -N- (4-tert-butylcyclohexyl) -4- (3- 

chloropyridin-2-yl) -2 -methylpiperazine-l-carboxamide , or a 
pharmaceutically acceptable salt thereof. 

17^. (Original) A compound according to Claim J3*f, 
which is (2R) -4- (3 -chloropyridin-2 -yl ) -N- (4- 

isopropylcyclohexyl) -2 -methylpiperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 



176. (Original) A compound according to Claim . 
which is (2R) -N- (4 -isopropylcyclohexyl) -2 -methyl-4 - [3- 
(trif luoromethyl) pyridin-2-yl] piperazine-l-carboxamide, or 
a pharmaceutically acceptable salt thereof. 
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7-192. (Cancelled) 



,?0 irC 

1^3. (Original) A compound or salt of Claim 5v wherein 



the compound or salt is not addictive, 




1*194-196. (Cancelled) 

J 1/7. (Original) A compound of the Formula •* 

— F 3 C 

/ \ 

' R 4 



or a pharmaceutical^ acceptable salt thereof wherein: 
R 4 is methyl or hydrogen; 

R 9B represents 0-2 substituents independently chosen from: 
halogen, cyano, nitro, halo (Ci- 2 ) alkyl , halo(Ci- 
2 )alkoxy / amino, d- 4 alkyl, and Ci_ 2 alkoxy; and 

Ari is 2 , 4-dichlorphenyl or 3-nitro-4-chlorophenyl . 



1#8 . (Original) A compound of the Formula 
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R 5 B CH 3 



or a pharmaceutically acceptable salt thereof wherein: 
R 9 is chloro or trif luoromethyl ; and 

R 5B and R 9B independently represent from 0-2 substituents on 
each of the rings on which they occur and are 
independently chosen from: halogen, cyano, nitro, 
halo (Ci_ 2 ) alkyl , halo (Ci- 2 ) alkoxy, amino, Ci_ 4 alkyl, and 
Ci- 2 alkoxy . 




1^9. (Previously added) A pharmaceutical composition 
comprising a pharmaceutically acceptable carrier and a 
compound or salt according to claim/4^ 

. (Previously added) A package comprising a 
pharmaceutical composition of claim 1^9 in a container and 
further comprising indicia comprising instructions for 
using the composition to alleviate pain. 
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2&f. (Previously added) A package comprising a 
pharmaceutical composition of claim in a container and 

further comprising indicia comprising instructions for 
using the composition to alleviate symptoms of exposure to 
capsaicin or tear gas. 

2f62. (Previously added) A compound or salt of claim 
wherein, in an in vitro assay of capsaicin receptor 
antagonism, the compound or salt exhibits capsaicin 
receptor antagonist activity, but in an in vitro assay of 
capsaicin receptor agonism the compound does not exhibit 
detectable agonist activity. 

2JS3 . (Previously added) A compound or salt of claim Ji 
wherein a dose of the compound or salt that is twice the 
minimum dose sufficient to provide analgesia in an animal 
model for determining pain relief does not produce sedation 
in an animal model assay of sedation. 

^#4. (Previously added) 4- (3-Chloro-2-pyridinyl) -N- 
[4- (isopropyl) phenyl] - 1 -piperazinecarboxamide or a 

pharmaceutical^ acceptable salt thereof. 
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2p&. (Previously added) (2R) -N- (4-tert-butylphenyl) -4 
[3- (dimethylamino) pyridin-2-yl] -2-methylpiperazine-l- 
carboxamide or a pharmaceutically acceptable salt thereof. 



^#6. (Previously added) (2R)-4-[3- 

(dimethylamino) pyridin-2-yl] -2-methyl-N- [4- 

(trif luoromethyl) phenyl] piperazine-l-carboxamide or a 
pharmaceutically acceptable salt thereof. 

"> 

2fll . (Previously added) A pharmaceutical composition 
comprising a pharmaceutically acceptable carrier and a 
compound or salt according to claim yl 

^08. (Previously added) A compound or salt of claim jtf 
wherein, in an in vitro assay of capsaicin receptor 
antagonism, the compound or salt exhibits capsaicin 
receptor antagonist activity, but in an in vitro assay of 
capsaicin receptor agonism the compound does not exhibit 
detectable agonist activity. 



2.%. 

2J& . (Previously added) A compound or salt of claim JfT 
wherein a dose of the compound or salt that is twice the 
minimum dose sufficient to provide analgesia in an animal 
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model for determining pain relief does not produce sedation 
in an animal model assay of sedation. 



2^6. (Previously added) A package comprising a 
pharmaceutical composition of claim in a container and 

further comprising indicia comprising instructions for 
using the composition to alleviate pain. 

ZliT. (Previously added) A package comprising a 

pharmaceutical composition of claim 2jfi in a container and 
further comprising indicia comprising instructions for 
using the composition to alleviate symptoms of exposure to 
capsaicin or tear gas. 
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